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electrocardiograms, urinalysis, and methemoglobin determinations.
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serum triglycerides on the second day following drug administration.~No subject nad
a significant change in hematological parameters, electrocardiograms, methemoglobin,
creatine kinase or urinalysis.ye——=

The pharmacokinetic results demonstrated that there was approximately a 30-minute lag
time between administration and detectable drug absorption, with peak WR 6026 concen-
trations occurring approximately three hours after drug administration. The areas
under the plasma concentration-time curves varied approximately fourfold between the
eight subjects. The data were not well described by compartmental analysis. However,
using a one-compartment model the mean elimination half-time was about !l hours, with
a relatively wide range between subjects of 5.2 to 17.3 hours.

The urinary excretion of the parent drug and two metabolites over 6 days after dosing
with 60 mg WR 6026 was quantified. The average amount of drug recovered in the urine
as these three compounds was 14.1% of the dose of WR 6026 administered, with a range
of 6.2-30.0%.

In the first two subjects, whole blood as well as plasma concentrations of WR 6026
were measured after dosing. Concentrations in whole blood were lower than those in
plasma, indicating that the drug was not concentrated in the cellular components

of blood.
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SUMMARY

WR 6026 (8-(6-diethylaminohexylamino)-6-methoxy-4-methylquinoline
dihydrochloride) is a promising agent for the treatment of visceral
¥ leishmaniasis, based on experiments in both an animal model and an jin vitro
test system. This human study was performed in order to increase our
understanding of the pharmacokinetics, safety, and tolerance of a single oral
60 mg dose of WR 6026 in healthy male volunteers.

Eight subjects, who gave written informed consent, participated in this
study which was conducted in the Clinical Pharmacology Research Unit, an
inpatient service at The Johns Hopkins Hospital, and which was approved by the
Joint Committee on Clinical Investigations of The Johns Hopkins Medical
Institutions and the Human Use Review Office of the U. S. Army. Following the
administration of a single dose of 60 mg of WR 6026, serial blood specimens
and urine collections were obtained in order to assess the pharmacokinetics of

this compound. The volunteers were monitored for subjective tolerance by

-~ -

daily interview and for objective toxicity with clinical laboratory tests of

hematology and chemistry variables, electrocardiograms, urinalysis, and

methemoglobin determinations.
§ All of the subjects tolerated WR 6026 very well with no adverse symptoms.
Two subjects had an increase in the serum aspartate aminotransferase (AST,
SGOT) on the fourth day after drug administration and one had a corresponding
increase in the serum alanine aminotransferase (ALT, SGPT). Four other
subjects had elevations of the serum lactic dehydrogenase (LDH), three on the
3 fourth and one on the second day following drug administration. Whether these

elevations were related to laboratory variability or to a delayed effect
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of the drug is not clear. One subject had an increase in fasting serum
triglycerides on the second day following drug administration. No subject had
a significant change in hematological parameters, electrocardiograms,
methemoglobin, creatine kinase or urinalysis,

The pharmacokinetic results demonstrated that there was approximately a
30-minute lag time between administration and detectable drug absorption, with
peak WR 6026 concentrations occurring approximately three hours after drug
administration. The areas under the plasma concentration-time curves varied
approximately fourfold between the eight subjects. The data were not well
described by compartmental analysis. However, using a one-compartment model,
the mean elimination half-time was about 11 hours, with a relatively wide
range between subjects of 5.2 to 17.3 hours.

The urinary excretion of the parent drug and two metabolites over 6 days

after dosing with 60 mg WR 6026 was quantified. The average amount of drug

recovered in the urine as these three compounds was 14.1% of the dose of WR
6026 administered, with a range of 6.2-30.0%.

In the first two subjects, whole blood as well as plasma concentrations
of WR 6026 were measured after dosing. Concentrations in whole blood were
lower than those in plasma, indicating that the drug was not concentrated in

the cellular components of blood.
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1. INTRODUCTION

Visceral leishmaniasis is a serious disease caused by the parasite
Leishmania donovani (1). Though it is ordinarily a zoonosis transmitted
between animals, especially rodents and canines through the bites of infected
sandflies, humans may also be infected. It is found in parts of Europe,
Africa, Asia, Central America and much of South America. The disease causes
prolonged debility, and left untreated it causes death in 75% to 90% of
patients. Cutaneous leishmaniasis is not lethal, but may cause substantial
morbidity (1). Not only is leishmaniasis a major world health problem, it is
also a problem for U.S. military forces stationed in areas where transmission

of the disease occurs.

The mainstay of therapy for leishmaniasis is pentavalent antimony. To
produce a cure, this must be administered in repeated doses over a period of
up to one month. While side effects are rare, their incidence is dose-
related. Up to 15% of patients may relapse after antimony therapy and must be
given extended antimony treatment or be treated with other drugs which are
toxic (2). Pentamidine causes significant side effects including fatigue,
anorexia, nausea, abdominal pain and prolonged hypoglycemia. Ten percent of
patients treated with this drug develop permanent diabetes. Amphotericin B
causes fever, fatigue, nausea, vomiting, anemia, uremia, and thrombophlebitis.

Most significantly, it also produces permanent impairment of renal function in

g
many patients. Given the significant failure rate of antimony compounds and _:, 4
ate:
the toxicity of other effective drugs, there is a clear need for development "o
_ ity
of alternative drugs. fte
o
S
WR 6026 (8-(6-diethylaminohexylamino)-6-methoxy-4-methylquinoline : o,
L J
RN
NN
1 .

; ; v . SN (4
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dihydrochloride) (Figure 1) has been shown to be a highly active anti-
leishrmanial drug, both in an animal and an in vitro test system. Like
primaquine, it is an 8-aminoquinoline. In hamsters infected with L. donovani,
it produced significant suppression of infection in a dose of 0.025 mg/kg
administered orally twice daily for four days, making it approximately 700
times more active than the reference antimonial compound pentostam (3). In

the human macrophage-L. tropica test system, it was approximately 7 times more

active than pentostam (4).

Subchronic toxicity studies of WR 6026 in rats given daily oral doses
of 4.5, 9 or 18 mg/kg for 28 days revealed minor changes in blood counts and
serum chemistry values including minor increases in methemoglobin levels (5).
Target organs identified in these studies by histopathologic examination were
lung and uterus at intermediate and high doses, and spleen, heart and kidneys
at high doses. The abnormalities encountered in these organs included
increased numbers of alveolar macrophages and eosinophilic granular material
in alveolar spaces in the lung; hydrometra in the uterus; extramedullary
hematopoiesis in the spleen; myocardial fibrosis in the heart; and protein-
aceous casts along with abnormalities of tubular epithelium, including

necrosis, in the kidney.

Subchronic toxicity studies of WR 6026 were conducted in dogs given daily
oral maintenance doses of 0.3, 1 or 3 mg/kg for 25 days after loading doses of
four times the daily maintenance dose on Day 1, three times the daily
maintenance dose on Day 2, and twice the daily maintenance dose on Day 3.
These studies revealed no significant changes in blood counts apart from a

mild decrease in platelets after the first week of dosing with subsequent
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return toward pre-treatment levels, and a mild increase in reticulocyte counts
at mid- and high-dose levels (6). Methemoglobin levels increased with
increasing drug dose. Control dogs had methemoglobin levels of less than 1%;
the mean value for low-dose dogs was 1.4%, for mid-dose dogs was 8.8% and for
high-dose dogs was 35%. Serum albumin levels were decreased mildly in mid-
and high-dose dogs. Mild to moderate increases were also observed in serum
globulin, SGOT, LDH, cholesterol, and triglycerides, and there was a 2-3 fold
increase of haptoglobin levels. These animals also developed dose-related

weight loss at the mid- and high-dose levels.

Histomorphologic abnormalities in mid- and high-dose dogs were found in
the liver, spleen, heart, kidney and gallbladder. In mid- and high-dose dogs,
there was increased extramedullary hematopoiesis in the spleen. 1In spleens of
high-dose dogs, there was also congestion of the red pulp, as well as plasma
cell infiltration and lymphoid depletion. 1In addition, high-dose dogs had
bile duct hyperplasia, pleocellular periportal infiltrates, and vacuolated
reticuloendothelial cells in the liver. Two dogs in the high-dose group had
cytoplasmic degeneration of myocardium. In the kidneys of one high-dose dog
there was tubular necrosis as well as brown granular pigment in tubular cells.
The gallbladder in mid- and high-dose dogs showed mucosal hyperplasia

associated with inspissated bile.

In a study comparing the cardiovascular and pulmonary effects of WR 6026
and primaquine in anesthetized dogs during intravenous infusion of the drugs,
the major effects of WR 6026 at infusions of 1.0, 2.5, and 4.0
micromoles/kg/min were a weakening of ventricular contractility and a

constriction of the pulmonary vasculature (7). These effects were more
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significant at increasing infusion rates. 1In addition, there was short-lived
prolongation of the P-R and Q-T intervals at the higher doses. No cardiac

arrhythmias were noted.

Phase I testing of WR 6026 in 44 healthy male subjects given 1ﬁcreasing
single oral doses of up to 60 mg (60 mg given to only two subjects) revealed
no significant drug-related symptoms or physical or laboratory abnormalities
(8). Laboratory studies designed to detect the occurrence of hemolytic anemia
revealed no significant differences in comparison with subjects treated with

placebo. Methemoglobinemia did not occur in any subject.

In efficacy and toxicity studies in man conducted during World War 1I

among volunteers infected with yivax malaria (Chesson strain), WR 6026,

administered in an oral dose of up to 30 mg base daily concurrently with
quinine (2.0 grams salt per day) for 14 days, was associated with 2.0-3.1%
methemoglobinemia, low grade leukocytosis (WBC 12,000-14,000) and non-speciiic
T wave changes on EKG (9). No other significant drug-related side effects

were noted.

The purpose of this study was to determine the pharmacokinetics, safety
and tolerance of a single 60 mg dose of WR 6026 in a larger group of healthy
volunteers than previously studied at this dose. These data could then be

used to design appropriate multiple-dose studies.

2. ERTALS AND METHODS
2.1 WR 6026

WR 6026 (manufacturer’s code WRA-20-05186, bottle #BKO1845) was
supplied by the Army as 15 mg capsules and was delivered to The

Johns Hopkins Hospital Adult Medicine Pharmacy. Capsules were
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prepackaged by the pharmacy study monitor in unit packets containing

-
P

0 four 15 mg capsules, labelled by dose and subject name. Each subject
! was administered a single 60 mg (4 x 15 mg) dose.
2.2 SUBJECTS
g A group of eight healthy male volunteers capable of providing
gg written informed consent was recruited for study participation.

Institutional Review Board approval was obtained from both the Joint
Committee on Clinical Investigations of The Johns Hopkins Medical

Institutions and the Human Use Review Office of the U.S. Army.

2.2.1 Inclusion Criteria

Participants in this study were to be males between 18 and 35

»
years of age and within the Army’'s weight limit fo - height és%

L)
according to AR 600-9. Subjects were required to have no gﬁ?

3
clinically significant medical condition as determined by a %2?
detailed medical history and physical examination performed by 5%%

a physician. Serum chemistry profile, hematology and urine

analysis were required to be within the normal ranges as

Medicine. Chest x-ray within six months of entry and an

electrocardiogram had to be normal. Prospective volunteers

=
vere required to be available and agreeable to be confined to :Qg?
Q"' L?‘f
MY
the Clinical Pharmacology Research Unit for the entire study i%&;
R
period. S
5’:2:_‘
(
2.2.2 Exclusion Criteria f@kﬁ
‘:0‘:3 s'-r"
R,k
Women were excluded from this study. Men were excluded if they }fﬁ
did not meet the entrance criteria listed above (2.2.1) or if f§!,
1‘::.' N
's ,‘EO“
A
5 ‘,v‘n

gﬁ defined by The Johns Hopkins Hospital Department of Laboratory
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they had a known or suspected allergy to antimalarial compounds
or related drugs. Candidates requiring systemic medication
were not eligible for study participation. Subjects with
documented glucose-6-phosphate dehydrogenase (G6PD) deficiency,
determined by a quantitative assay of enzyme activity with
levels less than 7.4 IU/per gram of hemoglobin, or abnormal
methemoglobin levels were excluded from study participation.
Once accepted as a candidate for the study, subjects were not
permitted to take any medication for 72 hours prior to

admission into the study.

Recruitment

Advertisements were placed in the Help Wanted classified
sections of the metropolitan Baltimore Sun newspaper. A
special telephone line was dedicated to volunteer recruitment.
Interested candidates were pre-screened on the telephone by
research personnel who described the details of the study, took
a brief medical history, and scheduled the candidates for

additional screening examinations.

Informed Consent

Written informed consent was obtained from each subject prior
to entering the study and was made a part of the subject’s
permanent study record. The informed consent described in
detail the purpose of the study, the research protocol, and the
associated potential risk. Each subject was advised that study
participation was voluntary and that he could withdraw at any

time. Each subject was afforded ample opportunity to ask

FE A B

-
)
(2

e

i

——
oy A
L

| & B3R 525




3

iy

e
Iy

&N BRR S ==

L

2.2.5

2.3 EXPERIMENTAL PROTOCOL

2.3.1

2.3.2
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questions of the investigator prior to and after entering the

study.

Compensation

Based on the duration of time the subject stayed in the
hospital and the numerous venipunctures and urine collections
required during the study, subject compensation was computed at

$250 per subject for completion of the study.

Objectives

The primary objective of this study was to determine the
pharmacokinetics of a single oral 60 mg dose of WR 6026 in
healthy adult male subjects. The information obtained from
this study could then be used in the design and development of
multiple-dose studies for WR 6026. Additionally, we evaluated
the tolerance and toxicity of a single oral 60 mg dose of WR

6026 in these subjects.

Design

This study was an open-label design with each subject receiving
a single 60 mg oral dose of WR 6026. The dose was given after
an eight-hour fast and the subjects were allowed to resume
eating four hours after the dose was given. The subjects

swallowed the dose under the observation of study personnel.

The study examined each subject’s tolerance of a single 60 mg
dose of WR 6026 through regular, non-directed questioning

regarding symptoms of adverse effects. Clinical laboratory
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studies, including chemistry profiles, hematology tests, urine
analysis, and methemoglobin levels, were monitored at regular
intervals. Electrocardiographic measurements were also

obtained at regular intervals before and after drug adminis-

tration. The Study Flow Chart, showing the scheduled time of

{3
i
St ) e

-

each event in the protocol, is Appendix A.

All subjects were screened as outpatients. Drug adminis-

tration, blood and urine specimen collection, and post-drug

-

-

tolerance and toxicity evaluations were performed during the

inpatient hospital phase.

C I Ay Xy

2.4 CLINICAL LABORATORY EVALUATIONS
All laboratory evaluations, with the exception of assays for WR 6026
and its metabolites, were done within The Johns Hopkins Medical

Institutions. Hematology and chemistry determinations were performed

&
3
i
¥

by the Department of Laboratory Medicine (Clinical Laboratory License

,.., A by
tm RS S »_\-,;. X

No. 19-1054). Clinical laboratory tests were conducted at screening,

o= ¢

two days prior to drug administration, immediately before drug

administration and at 24, 48 and 96 hours post-dose.

2 A}

2.4.1 Hematology

Routine hematologic determinations including hematocrit,

258

hemoglobin, red blood cell count, white blood cell count with

differential count, and platelet count were done.

Serum Chemistry
Serum was assayed for sodium, potassium, chloride, CO,, urea

nitrogen, creatinine, glucose, uric acid, calcium, phosphate,
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2.4.3

2.4.4

2.4.5

total protein, albumin, direct and total bilirubin, aspartate

aminotransferase (AST), alanine aminotransferase (ALT),
alkaline phosphatase, lactic dehydrogenase (LDH), creatine
kinase (CK), and methemoglobin levels. Cholesterol and fasting
triglyceride tests were done 24 hours pre-dose and at 24, 48

and 96 hours post-dose.

Urine Analysis

Urine analysis was performed by personnel in the Division of
Clinical Pharmacology. Protein, ketones, glucose, and
bilirubin were measured qualitatively, and pH and specific
gravity were determined. A microscopic examination of the

sediment was also performed.

Electrocardiography

A standard 12-lead electrocardiogram (ECG) was performed on
each subject at screening, just prior to drug administration,
and at 4 hours, 1 day, 2 days, and 4 days after drug
administration. All ECG’'s were reviewed and interpreted by a
physician on the staff of The Johns Hopkins Hospital in the

Division of Internal Medicine.

Chest X-rays
Standard postero-anterior and lateral chest x-rays were
performed on each subject within six months of entry into the

study. All x-rays were reviewed and formal reports provided by

The Johns Hopkins Hospital Department of Radiology.
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2.5 SPECIMEN HANDLING
2.5.1 Blood/Plasma Collection and Storage
Venous blood specimens were collected into heparinized glass

tubes using an indwelling catheter fitted with a heparin lock.

o

Blood specimens were centrifuged for 10 minutes and the plasma

%

was decanted into plastic storage vials and frozen at -80°C.
Whole blood samples were also obtained from Subjects #1 and #7,
transferred to plastic vials, and frozen at -80°C. All blood
and plasma specimens were labelled with the subject’s initials

and number, and the date and time of collection.

2.5.2 Urine Collection and Storage

For each urine collection period (as specified by protocol),

s B = 5 23

the total urine volume was carefully measured and recorded.

Aliquots from each collection were stored in three 60 ml

plastic containers at -80°C. All urine specimens were labelled

with the subject’s initials and number, and the date and time

B

period of collection.

2.5.3 Specimen Shipment
The frozen plasma and blood specimens were shipped in a sealed
insulated container packed with dry ice. Shipment was made by
an overnight carrier to Dr. Emil Lin at the University of
California at San Francisco. The frozen urine specimens were
transported in a sealed insulated container packed with dry

ice. The urine samples were picked up by Army personnel and

delivered to the laboratory of Dr. Anthony Theoharides at the

Division of Experimental Therapeutics at WRAIR.
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2.6 ASSAY OF WR 6026 AND METABOLITES Jilgh
2.6.1 Assay of WR 6026 in Plasma and Blood hﬁsg
Concentrations of WR 6026 in plasma were assayed according to Mot

the method utilized by Dr. Emil Lin (10). Briefly, 0.5 ml of

#
;|
| .
iﬁ plasma was precipitated with 1.2 ml of CH;CN containing the :kﬁf
internal standard WR 223658. The mixture was centrifuged and éﬁz
g the supernatant applied to C, Bond Elut cartridges which had .:‘:':::::
been previously washed with 3 ml of 98% CH,CN containing 0.1l% égﬁ’
Eg sodium lauryl sulfate (SDS), 6 ml of water and 3 ml of CH,CN. :isi
& The cartridges were washed with 2 ml of 100% CH;CN and 1 ml of l:""
b CH,CN containing 0.1% SDS. The WR 6026 was eluted with 3 ml of %ﬁg
g 98% CH3;CN containing 0.1% SDS into silanized tubes. Eluates E:E:g'
were evaporated to dryness under nitrogen at room temperature. ggﬁ
§g The residues were reconstituted in 200 ul of 80% CH,CN. ~§$§
n Aliquots were chromatographed on an Altex Cg column using a ‘§%§
l mobile phase of acetonitrile:water (60:40) containing 0.2% SDS '
(wt/vol) and 0.2% glacial acetic acid (vol/vol) with the final o
volume adjusted to pH 5.5 with ammonium sodium lauryl sulfate
hydroxide at a flow rate of 1.2 ml/min. Drug was detected by
measuring absorbance at 263 nanometers.
The assay had a level of detection for the WR 6026 base of 6.44
ng/ml. The desethyl metabolite of WR 6026 (8-(6-ethylamino-
hexylamino)-6-methoxy-4-methylquinoline dihydrochloride hemihy-
drate--WR 211789) can also be quantitated with this same method ‘%i

%
!
¥
}
b
B
g
k
£

with a quantitation limit of 8.0 ng/ml. Precision of the
assay, measured as the percent coefficient of variation of

replicate spiked samples of WR 6026 in plasma, varied from

11
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1.23% to 5.10% for inter-day and 2.78 to 10.2% intra-day
analysis (10). Blood was also assayed, although the procedure
was not validated. One-half ml of water was added to 0.5 ml of
blood. The mixture was vortexed and then 1.2 ml of CH,CN con-
taining the internal standard and 1.0 ml of CH;CN were added.
The resultant mixture was vortexed for 20 seconds, sonicated
for 10 minutes and centrifuged. The supernatant was treated
identically to the plasma supernatants (10). Results of the
analysis of blood samples must be regarded as preliminary since
the method was not validated at the time the assays were

performed.

Assay of WR 6026 and its Metabolites in Urine

Urine was assayed for WR 6026 and its desethyl (WR 211789) and
4-hydroxymethyl (8-(6-diethylaminohexylamino)-6-methoxy-4-
hydroxymethylquinoline dihydrochloride hydrate--WR 254421)
metabolites by Dr. Anthony Theoharides, Department of
Pharmacology, Division of Experimental Therapeutics at WRAIR.
The assay is detailed in his report (11). Briefly, the
internal standard, WR 223658, was added to ten ml of urine.
The mixture was applied to Baker 3 ml silica gel solid phase
extraction columns which had been prewashed with 6 ml each of
deionized water, methanol and deionized water. The colum. s
were washed with 6 ml of 50% ethanol/deionized water. The
compounds of interest were eluted with 6 ml of 50%
ethanol/0.1M ammonium acetate, pH 7.5, into clean extraction
tubes and evaporated to dryness under nitrogen at 35°C. The

residue was recoustituted in 200 microliters of methanol and

12
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analyzed by HPLC.

Chromatography was performed using a 10 micron micro bond pack
C-18 steel column from Water Associates with electrochemical
detection using a glassy carbon electrode operated in the
oxidative mode at an applied potential of +0.80 volts (Model
TL-6A, BAS). The mobile phase used for the chromatography was
0.1M ammonium acetate, pH 4.5:acetonitrile (68:32) at a flow
rate of 1.5 ml/minute. The method is accurate to within 7%
for each of the three compounds, while the coefficients of
variation range from 7% to 27%, depending upon both the

compound and the concentration (11).

PHARMACOKINETIC ANALYSIS

Visual analysis of plots of the concentration of WR 6026 against time
demonstrated that after a short lag period, plasma concentrations of
WR 6026 rose and then gradually declined. In most subjects, the data
appeared to be most consistent with a one-compartment model with
first-order absorption following a time lag for absorption to begin,
and with first-order elimination. In some instances, the last one or
two measured concentrations appeared to lie above the expected
concentrations if a single elimination phase were present, suggesting
the possibility of biphasic elimination. PC NONLINR, a commercially
available curve fitting program (12), was used to estimate the
pharmacokinetic parameters for each patient assuming a single
compartment with first-order absorption after a time lag and first-
order elimination. Analyses of the data from several patients were

performed weighting the concentration at each time point equally.

13
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This method estimated poorly the low plasma concentrations, i.e.,

those occurring early after dosing and those greater than 24 hours ;%
after dosing. Accordingly, analyses were performed which weighted
the data proportionally to the inverse of the square of the concen- W

tration. This technique provided better estimates of both low and

22

high plasma concentrations. However, the peak concentrations were

consistently underestimated. A two-compartment model was tried to

=4

see whether the data could be fit better with this model. Using this .

2% ; !
b x X

model, peak concentrations were estimated poorly, and the standard

errors of the parameter estimates were very large, suggesting that

s
T’

there were insufficient data for the model. Attempts were made to it

fit the data to a two-compartment model with MK MODEL®, another

B
t‘ ...
e

commercial curve-fitting program (13). Large standard errors of the

1S

-~ N

P 4

estimates were obtained using this program as well. RSTRIPR, a MR

(3

' ‘ <
U

pharmacokinetic data stripping program with least squares parameter 0 5

. optimization (14), was also tried. RSTRIP® produced parameter 1y

estimates to approximate the data with equations containing two and

£ 5]

three exponential terms (equivalent to one- and two-compartment :g
, models with first-order absorption). Once again, error estimates of néf ?
i the variables were large for the two-compartment fits, indicating o g
that the data were insufficient to describe a model of this :5 ?
complexity. Accordingly, PC NONLIN® was used to fit the plasma and E ?
: blood concentrations to a one-compartment model with data weighted to ﬂ

the inverse square of the concentration since this model provided the

f} 5 El
-".;:‘a“-

best approximation of the observed data. The amounts of WR 6026 s

o)
i ! i.@ .
excreted into the urine unchanged were used to estimate the ol g

elimination rate constant of WR 6026 from the plasma. WR 6026 was
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not detected in the urine collected from 84 to 96 hours after dosing
except in Subject #5, in whom less than 2% of the total drug excreted
unchanged was present. This suggested that the excretion of
unchanged drug was complete at the end of the collection period. The
natural logarithm of the amount of unchanged drug remaining to be
excreted (Xt1- X;) was plotted against time (15). Unweighted linear

regressions were performed to estimate the slope of the line, which

-

x5
TN

P
4 N

is equal to the negative of the elimination rate constant of WR 6026

-t e
_ﬁ.\

»’
e

s

from the plasma.

The single exponential decline of the plot of the urinary data
suggested that all the data, the amount of unchanged WR 6026 excreted
in the urine and the plasma concentrations of WR 6026, could be used
together to model the pharmacokinetics of WR 6026. PC NONLIN® was
used to estimate the parameters of a one-compartment model with
first-order absorption after a lag time and first-order elimination
(including both urinary excretion and metabolism) which best
described the plasma concentrations and urinary excretion of WR 6026
for each subject. Estimates were obtained when weighting each
observation equally and also using the reciprocals of the
observations and the reciprocals of the square of the observations as

the weights for each data point.

RESULTS AND DISCUSSION

3.1 AMENDMENTS AND COMPLIANCE
3.1.1 Amendments
The consent form was amended prior to enrolling subjects to
provide information concerning:
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1. The fact that WR 6026 is not currently licensed.

2. Follow-up on significant changes in clinical laboratory
tests,

3. The risks of a heparin lock.

4. The right of Army inspectors to review relevant records.

5. The treatment of any injuries incurred in this project.

The amended consent form is provided as Appendix B.

The original protocol scheduled clinical chemistry and hema-
tology evaluations at screening, on admission to the hospital
(Day 1) and on Days 4, 5, and 6. In reviewing this schedule
we realized that we did not have measurements immediately
prior to WR 6026 administration to use for comparison with the
post-drug samples, and therefore added a zero time point for a
more reliable baseline. There was a discrepancy between the
text of the protocol and the flow sheet regarding the timing
of CK measurements. We decided, after conferring with Army
personnel, that CK should be measured at screening and at time

points specified on the flow sheet.

In the original protocol the repeated urine analyses
eliminated some urine from the timed collections. For this
reason we stopped doing urine analyses after drug
administration until the final urine collection was completed.
This change was made while the second volunteer was in the
midst of the protocol. Therefore, urine analyses were done
per original protocol on the first subject. The second

volunteer had a urine analysis on Day 4, but not on Day 5.

16

‘. .yt
Ut %S

SEN

b 224 5 2 =555

= E L

i

22

o - - AT g - . - - ’ . . )
b g, e, .q‘i‘." ‘..l'».l.w [ W, .n,.‘ SN UL ‘ul’t “0“‘. WLARWLARRRLY l"'l. n‘l'u? My N I'\’*'a WL, \'s‘h‘.‘t'.‘b’. t'.‘i‘."’. M '.'1...0‘.%‘,‘5'..‘!.‘0‘. B '.\',‘n', vﬂ.‘.l".ﬁf'zl’-



S 0 Wa¥ lat oV 10 a0 Rt Qo b Po b 4 0t P 080"

Eliminating the urine analysis scheduled for Days 4 and 5
allowed us to keep the continuous sequential urine collections
intact after WR 6026 administration without sacrificing even a
small part for urine analysis. We obtained a urine analysis
after the final 12-hour urine collection was completed on Day
7 for safety data.

The lipid profile was changed from Day 2 to zero hour on Day
3. This was only a time change, and still occurred prior to

drug administration.

It was initially intended to measure WR 6026 concentration in
whole blood and plasma in all of our subjects. However, whole
blood samples, in addition to plasma and urine, were obtained
and saved only from the first two subjects. At the request of
Army representatives, only plasma and urine specimens were
collected for WR 6026 concentration from the remainder of our

subjects.

All of the amendments mentioned above were authorized by Army

personnel prior to implementation.

Compliance

Subjects were enrolled into the study even if screening and/or
admission CK and triglyceride levels were elevated. We
believe the CK elevations do not reflect a myopathic process,
but rather the active physical lifestyles of the subjects.
Creatine kinase levels increase with exercise, and athletes
have been reported to have higher baseline levels of serum CK

as their "normal®” (16-23). The elevated triglyceride levels

R Tk J
A h ¢ L}
e Wl it n b 0 W

) K



L el N v Fah nan Ve Sl VAR R Vel #ab val Vay val £n0 ol ¥ Sacg VAR vay Vel Vul vah @y Wpd taf Tab Vo§ val v 26 ek ol Cal nal o i Ppl taltal tad tab ok tal vol eab R J R

were not far enough above the "normal range" to be considered '
significant. We are satisfied that these subjects were

healthy and that those with elevated CK and triglycerides did

s B 225

not have a pathological process.

K=
L

One subject (#5) who was entered into the protocol exceeded .{f

the AR 600-9 weight limit for height. He was 27 years old,

[ '
JHI.‘
%

2

6'5" tall and weighed 231 pounds. The upper limit according “5
to AR 600-9 for individuals age 26-39 of that height is 229
pounds. Another weight criterion often used in our healthy
volunteer studies is that subjects must be within 10% of the

ideal body weight specified by the Metropolitan Life Insurance

table. Our Subject #5 did fall within 10% of his ideal body
weight for height as listed in that table. Furthermore, this

individual was very large and well-muscled, and his "excessive

(e = B & =5X

weight” was not due to obesity.
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Three subjects were discharged but not recalled when the
discharge laboratory tests returned showing that the LDH had
risen above the upper limit of normal. In two of these

individuals the elevation was deemed trivial and not pursued.

-z N~ B
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In the other subject the LDH had risen to nearly twice the ‘i

upper limit of normal. Although the subject was asymptomatic

=3
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and this was an isolated abnormality in his clinical
laboratory tests, the test should have been repeated and our
failure to repeat the test after discharge was an oversight

and deviation from the protocol.
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3.

3

DESCRIPTION OF SUBJECT POPULATION

During the volunteer recruitment period, 49 men responded to the
newspaper advertisements. Of these, 6 failed to keep scheduled
appointments, while 32 were disqualified for not meeting one or more
of the inclusion/exclusion criteria. Eleven subjects were examined
by the physician and qualified for study participation. Three of
these were extras and were not used. The study group was comprised
of eight healthy black males. The average age was 26.3 years,
ranging from 20 to 34 years. The average height and weight for the
study group were 179.4 cm (range 165-195) and 75.5 kg (range 54.5-
105), respectively. Relevant characteristics for individual subjects

are presented in Table 1.

CLINICAL RESULTS
3.3.1 Symptomatic
All of the volunteers tolerated the administration of WR 6026

very well. There were no symptomatic complaints.

3.3.2 Laboratory (Table 2)
3.3.2.1 Liver Function Tests
Two subjects had an increase in serum AST to a level
less than twice the upper limit of normal on post-
drug day 4, having had normal levels at each time
tested prior to that day. These elevations were not
associated with symptoms and only one of the two had
a corresponding increase in serum ALT on the same
day. In both of these subjects the subsequent serum

AST levels on days 5 and 7 were within normal limits.
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Two other subjects had a minimal elevation of AST or
ALT (less than twice the upper limit of normal) just
before the drug was administered, even though the
screening levels had been normal. In these two cases
the transferases remained minimally elevated, but
because the initial elevation preceded the
administration of the drug it was not attributable to
a drug effect. There were no elevations in alkaline
phosphatase. Four subjects had increases in LDH
above the normal limit, three just slightly over the
upper limit of normal and one reaching nearly twice
the upper limit of normal. Three of the elevations
were noted on post-drug day 4, while the other was
present on post-drug day 2 and was back within the
normal range on post-drug day 4. These modest LDH
elevations were unassociated with symptoms. Inasmuch
as these LDH and transferase elevations were rather
mild and usually occurred four days after drug admin-
istration, it is not clear whether they were related
to the drug or whether this simply represented
laboratory variability. Because the elevations were
an isolated finding and unassociated with symptoms,
or were only slightly elevated, no follow-up blood
tests for LDH were performed in the three subjects

whose levels were increased on the day of discharge.

Creatine Kinase

Several of the subjects had an elevated CK at
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3.3.2.4
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screening and at entry into the hospital, but in no
case did the CK level increase after the
administration of WR 6026 to a level higher than the
admission value. This is consistent with previous
experience in our subjects, where CK was found to be
elevated with no symptoms whatever, and, as mentioned
in 3.1.2, probably represents release of this enzyme
from muscle tissues as a result of a very active,
physical 1life style rather than from a myopathic

process.

Triglycerides

Only one subject developed an increase in measured
serum triglycerides above the upper limit of normal.
This was on the second day following drug
administration. Because of a laboratory instrument
malfunction, the test was not repeated on the fourth

day following drug administration.

Hematological Tests

No subject had a significant change in hematocrit,
white blood count, differential count or platelet
count during the study period following admin-

istration of WR 6026.

Electrocardiograms
Electrocardiograms in these subjects did not show a

significant change at four hours after dosing

(presumably near maximum plasma levels) or during the

¥
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period of four days after drug administration.

Minor, usually non-specific abnormalities were
sometimes present prior to drug administration; non-
specific T-wave changes developed in two subjects
after drug administration, possibly attribgtable to
lead placement in one of the two. In neither case
was the magnitude of change felt to be of any
significance. Furthermoie, there were no symptoms of

cardiac dysfunction.

3.3.2.6 Methemoglobin
No subject in this study had an increase in methemo-
globin above the normal range for our laboratory

after administration of WR 6026.

Clinical Conclusions

The subjects appeared to tolerate the administration of WR
6026 very well. No symptoms whatever were reported and none
of the minimal abnormalities of the serum chemistries noted
above were of clinical significance. We believe that the
single dose of WR 6026 was well tolerated and that further
testing can be pursued. Nevertheless, during future studies
it is important to continue close monitoring of the liver
function tests, triglycerides, LDH, methemoglobin and
electrocardiograms, not only by virtue of the minimal
abnormalities seen in this project, but also because of good
clinical research practice and the experience in laboratory

animals.
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PHARMACOKINETIC RESULTS AND DISCUSSION

The plasma and blood concentrations of WR 6026 measured in each of
the subjects at each sampling time are listed in Appendix C (10).
The plasma concentrations also are tabulated according to the
scheduled time of sampling in Table 3. The excretion of the parent
drug and two metabolites, 4-OH WR 6026 (WR 254421) and desethyl WR
6026 (WR 211789) into the urine was quantified in the eight subjects
by Dr. Theoharides at WRAIR (11). Tables copied from his report are
contained in Appendix D of this report. Table 1 of Appendix D
details the accuracy and precision of the assays for WR 254421, WR
211789, and WR 6026 in urine. Tables 2, 3 and 4 of Appendix D list
the concentrations in each urinary sample, the volume of each sample
and the amount excreted in each time period. All of the clinical
results and drug concentrations for each subject are included in the

Case Report Forms provided in Appendix E.

Plasma concentrations of WR 6026 measured in the eight subjects, as
well as simple descriptive summary statistics, are listed in Table 3.
Plasma concentrations remained below the minimal detectable concen-
tration of 6.44 ng base/ml for a variable period of time after dosing
and then rose gradually before declining. In one subject, #5, drug
was not measurable until the 1.25 hour sample, while in five of the
subjects drug was measurable at 0.5 hours. The time at which the
peak concentration occurred also varied, ranging from 1.5 to 5.0
hours, with the average being 3.0 hours (Table 4). Peak concen-
trations varied from 52.5 to 116.0 ng/ml with a mean of 73.5 ng/ml.
After peaking, concentrations fell gradually. Plasma concentrations

remained above the minimum detectable level at 24 hours in seven sub-
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jects; in two, #6 and #7, drug was still measurable at 48 hours
(Table 3). Drug was not measurable in the plasma of any of the sub-
jects 60 hours after dosing or later. Graphs of the plasma concen-

trations in the individual subjects are provided in Figures 2-4.

The average WR 6026 plasma concentration at each sampling time is
listed in Table 3 and shown in Figure 5. The average concentration
rose slowly after a short lag time. A plateau was reached at about
60 ng/ml lasting from two hours after dosing until five hours after
dosing before drug levels declined. Of note, no desethyl WR 6026 was

detected in the plasma specimens (10).

Whole blood as well as plasma concentrations of WR 6026 were measured
after dosing Subjects #1 and #2 and are listed in Appendix C. No
statistics have been calculated since values were obtained in only
two subjects. Concentrations in blood were lower than those in
plasma (Figure 6 compared to Figure 2) indicating that the
concentration of drug in the cellular components of bloond, primarily
red cells, is lower than the concentration of drug in the plasma.
Concentrations in both were low, only nanograms per milliliter, after
a 60 mg dose, suggesting that one or more of the following occurs:
poor absorption, widespread distribution, or presystemic elimination.

The data were insufficient to distinguish among these possibilities.

The fraction of the dose of WR 6026 recovered in the urine in 96
hours as unchanged drug was small and variable between subjects
(Table 5). Hydroxymethyl WR 6026 (WR 254421) and desethyl WR 6026
were also recovered in the urine (Table 5). In each subject, more

hydroxymethyl WR 6026 was recovered than WR 6026, which in turn was
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more than the amount of desethyl WR 6026. In fact, of the total ’;:E:

; amount of drug recovered as these three moieties, 76 to 96% was ::::l.::':
recovered as hydroxymethyl WR 6026. There was at least a fivefold :?o‘:

variation in the total amount of each compound (in micromoles)

excreted in the urine in 96 hours. 1In addition, the amounts of these :Eggi?é

compounds present in the urine collected 84 to 96 hours after dosing E::EE:;:

were small, indicating that an insignificant amount of these a:'i:‘r

compounds remained to be excreted; i.e., urinary excretion was :‘:‘E?s

: virtually complete by 96 hours. The mean fraction of the dose "::ﬁ:
R recovered as unchanged drug and the two metabolites was 0.141 with a :;'::;
N standard deviation of 0.075. Recovery ranged from 6.2 to 30.0 “:.E:
: percent of the dose (Table 5). Thus, the majority of the . '::':::3;:
administered drug cannot be accounted for by the drug and the two “::::;':

,‘ metabolites measured in the urine in the 96 hours after dosing. :EEE?:E:E
hly

A standard pharmacokinetic model which produced good estimates of the 3

observed plasma data could not be found. Although the rise of plasma

concentrations to a peak followed by a decline suggested a one-

compartment model with first-order absorption and elimination, this

. . . hat ¢
model did not accurately estimate the peak plasma concentrations. :ﬁ:fé"i
l"‘;t:
} : . ENCA
’: Changes in the weighting of the data failed to correct severe under- okt
R
LN AN A
estimates of the peak concentrations, although when the data were &
L ';‘:0;‘:
! weighted to the inverse square of the concentrations, the low concen- i‘,‘.‘@:;,
OO
O M
$5p k3
o trations were estimated rather well. A two-compartment model did :G"::t‘;
% :"‘S"Q‘;
not describe the data better; large standard errors of the model’s )
\’Q\’t
AR
5 parameter estimates were obtained, suggesting that an insufficient o:g"-:"éﬁ
M ‘bf;-“
' G‘Q‘!Gp
number of data points were present to describe the model. Therefore, s;:::
lyﬁf
It eﬁﬂ_,_-’,_

a one-compartment model with data weighted to tue inverse square of
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the concentration was used to describe the data, realizing that the
difficulties in measuring low concentrations of drug (those less than
6.4 ng/ml) and in estimating peak values serve to produce
pharmacokinetic constants for each patient that are, at best,
approximate. The pharmacokinetic constants do, however, provide a
way to discuss quantitatively the pharmacokinetic processes and the
inter-subject differences. The measured concentrations and the
plasma concentrations predicted by the curve-fitting process for each

subject are shown in Figures 7 through 14.

Measured peak plasma concentrations are tabulated in Table 4 while
the estimates of the peaks derived from the curve fitting are listed
in Table 6. The measured maximum concentrations varied by a factor
of two in the eight subjects. The observed peaks were severely
underestimated by the model. Furthermore, the calculated times to
peak did not agree with the times at which the maximum concentrations

of WR 6026 were actually observed.

The areas under the plasma concentration-time curve (AUC) also varied
widely between subjects (Table 7). As measured by the trapezoidal
rule, there was a fourfold difference in the AUC in the eight
subjects; the mean AUC was 1066 ng-hr/ml with a range of 512 to 2179
ng-hr/ml. The coefficient of variation was 0.47. The curve fitting
process produced areas under the concentration-time curves which
closely approximated those obtained by the trapezoidal rule (Table
7). In 7 of the 8 subjects, the estimate of the area under the
concentration-time curve was within 5% of the value calculated by

trapezoidal rule. 1In the other subject, #8, a 12% difference
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The model parameters estimated from the plasma data are listed in
. Table 4. Each parameter had at least a twofold range in the eight
:§ subjects; coefficients of variation for the mean estimates were 27%
3 to 57%. The average time before absorption was initiated was 0.55 ‘:ﬁﬁ
Eﬂ hours with a standard deviation of 0.26 hours. The time to onset of :$§¥
: absorption varied from 0.30 to 0.89 hours (Table 4). The mean rate ﬁgé
%é> constant for drug absorption was 0.88/hour with a coefficient of

variation of 0.40; estimates ranged from 0.44/hour to 1.36/hour.
These extremes are equivalent to calculated absoiption half-times of

1.56 and 0.51 hours, respectively (Tables 4 and 6).

Estimates of the rate at which WR 6026 disappeared from the plasma

also differed between subjects. The mean rate constant of

W

O
O
!!‘!h

elimination, K10, was 0.082/hr with coefficient of wvariation of 0.57.
The greatest elimination rate constant was 0.192/hour in Subject #2,
equivalent to an elimination half-time of 3.61 hours, while the
slowest elimination occurred in Subject #3; his rate constant of
elimination was 0.048/hour which translates to an elimination half-

life of 14.52 hours (Tables 4 and 6).

Analysis of the data on unchanged WR 6026 in the urine provided
another way of estimating the rate of elimination of WR 6026 from the
plasma. Although the amount of unchanged WR 6026 recovered in the

urine was small, ranging from 0.53 to 4.57 micromoles, or 0.4% to

3.2% of the administered dose, the time course of excretion was used 308
TANE
}oﬂ
N
to estimate the rate constant of elimination of WR 6026 from the ;A“
& Fa
plasma. The "amount of drug remaining to be excreted in the urine" ,.,
OO
(AR Y
OO0
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method was used to estimate the elimination rate constant, K10, and

"
the half-life of WR 6026 in each subject. The plot demonstrated a Ei &E
single exponential decline, providing only the terminal elimination a3 '&I
rate constant. The values obtainea for each subject and the summary ~ g ;
statistics are listed in Table 8. The rate constants are smaller and Eg '§§
the half-lives longer than the estimates obtained from the modeling ) h:
of the plasma concentration data in each subject except for Subject E\ X

#7. Nearly a threefold variation in the parameter estimates occurred
in the eight subjects. The mean rate constant of elimination,
estimated from the urinary data, is 0.060/hour compared to the mean

estimate of 0.082/hour from the plasma data. The mean (geometric) WR

e 223
-

-,
%

-

6026 half-life is 11.6 hours when using the urinary data and 8.4

hours when estimated from the plasma concentration data. 'ﬁ&

5
S
I A

The plasma and urine WR 6026 concentration data in combination were

2
=2
S

then used to estimate the parameters for the one-compartment model. »

¥
i

Since the magnitude of the amounts of drug in the urine was higher
than the plasma concentrations, three different methods for weighting
the observed data were tried. Data were weighted equally (wt = 0),
to the reciprocal of the value (wt = -1), and to the square of the
reciprocal (wt = -2). The parameter estimates for the one-
compartment model are displayed in Table 9 (in conjunction with the
estimates obtained from the plasma data and from the urine data
alone). Each method of weighting estimated the total amount of the
drug recovered in the urine accurately (Table 9) as well as the time
course of urinary excretion (see Figure 15 for example of fit).

However, all three consistently underestimated the peak plasma

B Xk B S8 B gd SR

Y
)

concentrations. Using equal weights for each observation produced
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the highest estimates of the peaks. These, however, were still much F'}y

E lower than the observed peaks (Table 9). Furthermore, the low ?*ﬂri

concentrations were estimated least well with this weighting : _“k

. technique (see Figure 15), and the calculated areas under the plasma E".‘{

3 concentration-time curve had the greatest deviation from the areas ,hﬁg

: under the concentration-time curve calculated with the trapezoidal ﬁ:&g
' rule using the plasma concentration data with extrapolation to ': o

infinite time by dividing the last measurable concentration by the f::":::;

? estimate of the elimination rate constant (Table 9). The best ::sg?::'

; estimates of the low concentrations were produced by weighting each Jb;;:

5 observation by the square of its reciprocal (see Figure 15 for égﬁé

; example); calculated areas generally were in good agreement with the éggg

areas determined by trapezoidal rule (Table 9). The observed data v&%a

a and calculated estimates using this "wt = -2" method are depicted in :ggg

. Figures 16 through 23. .:.::::E':gt
®

As indicated in Table 9, using a one-compartment model and weighting g%?ﬁ

f each data point by the square of its reciprocal produced estimates of 13?&?

the area under the concentration-time curve which were within 10% of Nhhh

‘ the AUC calculated using the trapezoidal rule. In addition, the ggg?
R

b model estimated accurately the amount of WR 6026 excreted unchanged :%}g?

X
into the urine. s

i oo

The pharmacokii.etic parameter estimates for the one-compartment model ,:2'::2

E for each subject and the summary statistics are listed in Table 10. ggé%

The calculated maximum concentrations and the calculated times at
9 which the maximum concentration occurs differed widely from the

measured peak concentrations and the times these peaks were actually

. ' . - - - . ‘ «
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observed (Table 9). The plots of the measured plasma concentrations i

o

and the estimated concentrations demonstrate large discrepancies near

B
- -

» -

the time when the peak occurred, while both the initial rise in the e U

. concentration and the later declines in concentration appear to be 3 "
5 estimated quite closely. This suggests that the one-compartment {‘ :
? model is not sufficiently complex to describe the late absorption of H }
K WR 6026 and its distribution throughout the subject. The mean §§ n
; estimates of the absorption rate constant, K10, time before onset of ] E
? absorption, TLAG, and volume of distribution divided by the gz E
; bioavailability, VOLUME/F, are similar to those obtained using only o a
%i the plasma data (Table 4). As before, estimates of each parameter E§ ?
$< varied widely among the eight subjects. Z; i
h 3.
£ The elimination rate constants (K10) obtained with the "weight = -2" 3 ]
§ procedure were similar to those obtained using the urinary data alone 2 E
]

" (Table 9) and were smaller than the estimates obtained from the , .
. e
E plasma data alone in seven of the eight subjects. The mean rate ~ ?
A constant of elimination, estimated using plasma and urinary data .;, :
! !
" together, was 0.065/hour, equivalent to an elimination half-life of s .
b

1) 10.7 hours. Six subjects had half-lives longer than 10 hours; the

-
o

@ other two eliminated drug more rapidly. There was a threefold

-
-

2 e
(A% o¥ @)
[ g 4

e o

- -

difference between the smallest and largest estimate. The plasma

concentrations at 24 hours and later and the amounts of WR 6026

It X
eq

{ excreted into the urine for each subject are estimated closely by the

ey i i o oS

2%

individual K10's, suggesting that the terminal rate of elimination of

? WR 6026 from the body is described well by the model, in §§ ¢
" a)
h \
4 contradistinction to the late absorptive and distributive phases. ‘
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Thus, in the eight subjects studied, WR 6026 absorption began after a ".,

modest delay which averaged about 0.4 hours and proceeded slowly.

R = T
oy

Peak drug concentrations were not reached until 1.5 to 5 hours after =~

L}
dosing and drug was eliminated with a mean half-life of about 10.7 ;_‘
. ~l
ﬁ hours. Inter-subject differences in both the absorption and , J
N
N

elimination rates resulted in large variations in the peak

concentrations achieved and in the areas under the concentration-time
"(

curves. The parameter estimates, based on a compartmental analysis ,fk

of the data, must be interpreted loosely since the compartment model

)

X
&g did not accurately quantify the late absorption and early sm
. t'n
4,
disposition, i.e., distribution, of the drug. Peak plasma ‘ ﬂ
R )
g concentrations were systematically underestimated by the model, "
9& suggesting that the absorption rate may be more rapid than estimated *}1
W

L]

2t : . : : )
s and that a rapid, distribution phase may be present as well. The ﬂ
)
A

)
a sensitivity of the plasma assay limited the number of data points %
obtained at late sampling times, precluding analysis using a more M
i“ %:(
Bt complicated model. However, hints of a slow, terminal elimination &
WY

. . Wi

phase appeared in the lowest concentrations measured. The simple :

y . . ~|l|
g model employed did estimate accurately the area under the plasma :t:.'
)

. 0y
O
f concentration-time curve, plasma concentrations after 24 hours and ﬂﬂv
h ﬁb:
\J
the amount of WR 6026 excreted into the urine unchanged. :ii
b
Quantification of the amounts of parent drug and of two metabolites $¥f

),

Bl

excreted in the urine over 96 hours accounted for a minor fraction of ‘¥}

the administered oral dosage. Incomplete absorption, non-renal ™"

%
ﬁ
R
¢

elimination or the presence of other metabolites, not measured using

the techniques employed in this study, could account for the low
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recovery of drug in the urine.
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4. ONCLUSIONS

[

The eight volunteers studied in this project tolerated a single oral dose

of 60 mg of WR 6026 very well with no symptomatic complaints. Only

K €

minimal and clinically insignificant changes in the serum chemistries were

o e . -
S

noted. Detectable WR 6026 absorption was delayed for a short period of

B

(LY

<

time, about one-half hour, and proceeded slowly; peak concentrations
occurred at about three hours, and varied by more than twofold in just 8
subjects. There was approximately a fourfold variability in the areas
under the concentration-time curves. Compartmental analyses of the data

were not optimal, but suggested that the terminal elimination half-

BE BE v

life averaged about 11 hours and might be longer if a more sensitive assay

were available.

These data suggest that further evaluation of WR 6026 in human subjects is

§
o
A

appropriate. We believe that the next step should be multiple-dose

testing in healthy subjects with close monitoring of symptoms, clinical

ooV

Jl-aboratory tests, and plasma and urine concentrations of drug. Dosing

A

once a day, or about every two half-lives, would appear to be a reasonable

approach. Higher plasma levels which might be achieved during a multiple-

dose investigation and later sampling times would enable a more accurate
determination of the pharmacokinetics of the compound. In particular, a
multiple-dose study could determine whether a single-compartment model is
sufficient to describe the data or whether a slower elimination phase is
present which would lead to accumulation of drug if the dosing schedule
were once every one or 1.5 half-lives. 1In addition, further studies on

the metabolism of WR 6026 should be performed, addressing two issues in

HE R LR & B 2

", e _ p e . LY
As e 20 L0 a8 A 6 0 N A Ve 0 000 0 E, T b 0 e T it Vel e e Tttt B a0 00 1 8 GOSN -‘!ﬁ"h’?c."t‘"‘lﬂ! N



R TR T A TS T T S N T T T T W R S S N S S e WU N W W S SR S U aWRTaUR ath 4 Ra at 1 ata' aWAalB ale add o0 200 AUa M’ 88 00,

-

“ particular: (1) whether a metabolite of the parent drug--possibly 4-OH WR

: § 6026--is present in significant amounts in plasma, and (2) the

* g! identification of the fate of the administered drug, approximately 85% of

$ which was not accounted for in the present investigation. Possibilities :
N

which need to be examined include determining whether other as yet

--,‘,

unidentified metabolites are excreted in the urine, such as glucuronides
of either the 4-OH or desethyl metabolites, and whether there is

significant loss of drug in the gastrointestinal tract.

e

P
T

3 d

L K

: 3

i

3 ﬁ

0

? E ;

&

S i

¥

3 !8

R

l‘ i

|‘ {
)

' A

A

K @

&

s

k) y

N ) \

b 3

¢ 8 ‘

»

¥

o _

i @ X

Q \

\ 3

b ;3 ;

. ‘7' ‘

.

A'\

!l

AN

X

@ 33

!‘y

WY b :

S t

A A OGS GRS 0N AN AL BSOS CAGD OB AL AL NG S NN TN I U DAL N DO IR S AT OO




RN LR N R VN LN LAV WA AL A U VUNNY N AN RN AR AR A VUV URL L MU NN A Y A A RARE RN I W) O R O O R O I TwoN n',‘;

.: i
i
L,
W

=B Lo

FERENCES “}2 W

4

za X '

1. Locksley RM and Plorde JJ, Leishmaniasis, in Principles of B
Internal Medicine, 1lth edition, Braunwald E, Isselbacher KJ, 1Y 'w
Petersdorf RG, et al., eds, McGraw-Hill, New York, 1987, pp 785- 0

787 2 o

. uJ_‘ ..'“‘

' 3 Qh

2. Anabwani GM, Dimiti G, Ngira JA, and Bryceson ADM. Comparison of la
two dosage schedules of sodium stibogluconate in the treatment of — _
visceral leishmaniasis in Kenya. Lancet 1:210-213, 1983. $E jﬁ;

thyy

Wt

3. Kinnamon KE, Steck EA, Loizeaux PS, Hanson WL, Chapman WL, Jr, and VWaits ﬁ:
VB: The antileishmanial activity of lepidines. Am J Trop Med Hyg gﬁ bﬁ
27:751-757, 1978. W,

[

4. Berman JD and Lee LS: Activity of 8-aminoquinolines against Leishmania p@
tropica within human macrophages in vitro. Am J Trop Med Hyg 32: : gw
753-759, 1983, 0

‘ﬁa

P

5. Reno FE, Trutter JA, Alsaker RD, Burdock GA, Voelker RW, and Hepner KE: E& fﬁ!
Twenty-eight day subacute toxicity study in rats WR 6026 2HCl. U.S. D
Army Medical Research and Development Command Contract No. DAMD 17-81- :W
C-1138, 1982, ﬁ ;.g.

L) .i

s A1

6. Reno FE, Trutter JA, Hagen WH, Dawkins BG, and Alsaker RD: Twenty-eight aﬁ
day subacute toxicity study in dogs: WR 6026 2HCl in dogs. U.S. Army 1] )

Medical Research and Development Command Contract No. DAMD 17-81-C-1138, ,

1982, i {AX
i

7. Caldwell RW and Nash CB: Comparison of cardiovascular and pulmonary gg :?Q
effects of WR-6026-2HCL and primaquine diphosphate. U.S. Army Medical ? %ﬁ:
Research and Development Command Contract No. DAMD 17-82-C-3011, 1984, !ﬂ!

8. Reba RC, Barry KG, and Altstatt LB: WR 6026 2HCl: Short term dosage $§|

safety and tolerance study: single oral dose, rising dose levels. WR
6026 IND Supplement 1.

=] ;
;
s
.

9. Alving AS, Pullman TN, Craige B, Jr, Jones R, Jr, Whorton CM, and v
Eichelberger L. The clinical trial of eighteen analogues of pamaquin ,j.
(plasmochin) in vivax malaria (Chesson strain). J Clin Invest o ?b
27(Supp) :34-45, May 1948. Ry :::23

[N

10. Lin ET, Benet LZ, Upton RA and Gee WR. Single-Dose Absorption and ne v&ﬁ
Pharmacokinetics of WR 6026 Hydrochloride in Healthy Subjects. & i
Report No. AY-86-2-D, U.S. Army Medical Research and Development »
Command Contract No. DAMD 17-86-C-6150, June 24, 1987. ey

it

11. Theoharides AD, Kim M, Ashmore RW, and Shipley L. Identification gg 32
and Quantitation of WR 6026 and Metabolites in Human Urine. p%
Biochemical Pharmacology Report 1987-1, Department of ] N
Pharmacology, Division of Experimental Therapeutics, WRAIR, — ’.

August, 1987. o
34

~ - o
Py
-
-
-

v

S O B L S o L T T T S g S R U R GO T MR M N S O R IO X O R OO OO MO N N SN



o
B
)
%
3
&
3

2
= Sy

Hy] =2 T

0

(ALY

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

S O GO O OO L U AN A A A ACACAGAG NGOG IS OU OIS MRV UMY AR N SN R AN M AMRANAN AN

Metzler CM and Weiner DL. PC NONLIN. Version O0l.A. Statistical
Consultants, Inc., Lexington, Kentucky, 1985.

Holford N. MK MODEL. Elsevier Science Publishers, Amsterdam, The
Netherlands, 1986.

Fox JL and Lamson ML. RSTRIP. Version 3. Micromath, Inc. Salt Lake
City, Utah, 1986.

Gibaldi M and Perrier D. Pharmacokinetics, 2nd ed., Marcel Dekker, Inc.,
New York, 1982, p. 5-10.

Wolf PL, Lott JA, Nitti GJ, and Bookstein R. Changes in serum enzymes,
lactate, and haptoglobin following acute physical stress in
international-class athletes. Clin Biochem 20:73-77, 1987

Occhi G, Gemma S, Buselli P, and Miserocchi G. Effects of repeated
endurance. J Sports Med 27:184-190, 1987.

Clarkson PM, Apple FS, Byrnes WC, et al. Creatine kinase isoforms
following isometric exercise. Muscle Nerve 10:41-44, 1987.

Stendig-Lindberg G, Shapiro Y, Epstein Y, et al. Changes in serum
magnesium concentration after strenuous exercise. J Am Coll Nutr 6:35-
40, 1987.

Nicholson GA, Morgan GJ, Meerkin M, et al. The effect of aerobic
exercise on serum creatine kinase. Muscle Nerve 9:820-824, 1986.

Evans WJ, Meredith CN, Cannon JG, et al. Metabolic changes following
eccentric exercise in trained and untrained men. J Appl Physiol
61:1864-1868, 1986.

Stansbie D, Aston JP, Dallimore NS, et al. Effect of exercise in plasma
pyruvate kinase and creatine kinase activity. Clin Chim Acta 132:127-
32, 1983.

Newham DJ, Jones DA, and Edwards RHT. Large delayed plasma creatine
kinase changes after stepping exercise. Muscle Nerve 6:380-385, 1983.

35

- o Bl
AL N R M At

]

- 2
O K GG P

R

-
-

N

ST

20

D

. -
l"q':v s Vo



TABLE 1

Individual Subject Characteristics

Subject No. 1I.D. Age Race HT (cm) WT (kg) PPD* EtOH**
01 E-W 22 B 176.0 73.0 0.5 3
02 RLH 28 B 178.0 73.6 0.5 0
03 W-F 31 B 188.0 94.0 0.5 0.5
04 IMH 24 B 165.0 54.5 0.5 3.5
05 DILA 27 B 195.0 105.0 0.5 0
06 M-P 20 B 176.0 70.5 0.5 0
07 AID 24 B 179.5 57.5 1.0 49
08 CLH 34 B 178.0 76.0 0.5 6

MEAN 26.3 179.4 75.5
(x SD) 4.7 - 8.9 17.0

E
3
!
:
:
8
B
ﬁ
3

552

* Average packs of cigarettes smoked per day (from subject's history)

**Ounces of alcohol per week (from subject’s history)
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TABLE 2 X

Peak Clinical Laboratory Abnormalities Developing :,

After WR 6026 Administration 30

(number in parenthesis indicates onset of 3§
abnormality in days after drug administration)¥ '

- -
‘. -
Pl e,

[number in brackets indicates value just before Wiy,
drug administration] (X

|

AST ALT LDH Trig. T wave o
Subject # (units/1) (units/1) (units/1) {mg/d1) changes P

1 217 (4) (0) b
[150]) Ny

2 394 (4) "*:
[145)

3 41 (4) 201 (4) X
[23) [147] 3

'.,'»

“ (1) X
5 44 (0)%x 203 (2) gﬁu
(39) (138] o

6 53 (4) 49 (4) 255 (2) o
(18] (14] [86] :

7 57 (0)** 63 (2) R
(37] (28] 0

R
e
® k3

Normal ranges: AST 0-35 units/1 y\si.sii
ALT 0-30 units/1 o
LDH 0-200 units/1
Triglycerides 20-190 mg/dl s

* The peak abnormality did not always occur on the day of onset of the e
abnormality. e

*% These two subjects were normal at screening but had slight transferase
elevations on the morning blood sample taken just before drug administration. it
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Table 3

PLASHA CONCENTRATIONS (in ng free base/al) OF WR6024 IN 8 VOLUNTEERS AFTER A SINGLE 60 MG ORAL DOSE

. SCHEDULED TIME OF SANPLE (HOURS AFTER DOSING)
] 0.00 0.25 0.50 0.75 1.00 1.25 1.50 2.00 2.50 3.00 3.50 4.00
SUBJ
> 1 8.23 29.80 26.80 48.70 51.00 S3.10 57.20 49.20
oy 2 7.26 30.50 50.90 60.30 75.40 56.30 67,00 59.40 69.50 59.80
3 747 13.00 14.70 28,90 #6.80 52.50 36,60 48.30
4 12.90 18.00 37.80 51.20 S59.60 82.60 65.60 68.60 68.30 62.80
@ 5 10.60 19.40 24.90 23.20 48.90 53.30 63.40
- 6 8.58 13.70 24.00 29.40 3{.60 49.00 42.90 62.30 54.50 60.40
7 7.17 18.40 35.90 73.20 85.70 116,00 102,00 94.10 94.90 102.00
ﬁ 8 7.63 13.20 14,20 16.30 45.30 65.20 §0.50 64.40 47.30 66.90
+ o o0 s s 1 8 & 8 & 8 8 8 3
g HEAN 8.71 17.96 25.50 35.48 44.81 58.95 $9.88 62.91 60.20 64.10 oty
S0 241 7.26 16,62 23.44 26.40 29.58 24.99 14,25 17.60 16.49 R
v 27,66 40.41 65,19 66.09 58,91 50.19 41.73 22.65 29.24 26,04 R
I MAY 12.90 30.50 50.90 73.20 B85.70 116.00 102.00 94.10 94.90 102.00 ks
HIN 7.7 13,20 7.47 10.60 14.70 24.90 23.20 48.90 36,60 48.30
E SCHEDULED TINE OF SANPLE (HOURS AFTER DOSING)
5.00 6.00 8.00 10.00 12,00 24,00 3500 48.00 &0.00 72,00 84.00 95,00
& 5U8) A
1 44,40 45,90 31.40 32.30 19.70 9.80 e
7 57.90 36.10 24.80 21.50 11.40 s
3 46,60 39.20 33.60 32.50 26.90 15.00 12.00 e
% 4 75.50 5240 36.80 37.20 24.10 (7.60 6.79 R0
S 72.00 60.10 47.20 38.30 32.70 12,00 7.67 AL
6 50.50 50.20 38.50 32.60 30.20 13.40 10.40 7.73 .
g 7 91.40 89.70 88.40 64.60 66,00 31.00 17.00 11.30 Vi
8 62.00 54,20 30.80 27.60 19.70 8.43  6.60 Q;}g:,:f_
bt
‘QZ:'Oi.
AN
ﬁ ¢ 8§ 8 & & 8 71 & 2 0o o o o0 iy
NEAN 6254 S53.48 4144 35.83 20.84 15,32 10.41 9.52 -
§ SO 16,21 16.81 20.07 12.78 16.45 7.57 3.7 2.52 P
% V(1) 25.93 31.06 49.45 35.66 57.06 49.42 36.10 26.53 RN
WAX 91,40 €9.70 88.40 64.60 66.00 31.00 17.00 11.30 bsida,
E HIN- 44,40 36.10 2480 21,50 11.40 8.43 6.60 7.73 EI::%:;,
Absent values indicate the concentration was less than .
the siniaus detectable concentration of 6.44 ng/al ::.E',::
LA
AR
§ e
W
E 38 i ®
20
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Table 4

fharmacokinetic Parameters for Individual Subjects

suBJ VOLUME/F? K012

L /HR

1 813.98 1.36

pi 512.19 1.32

3 1013,90 0.72

4 $93.06 1.15

¥ 699.09 0.44

b 875.82 0.83

7 416.34 0.63

g 843.59 0.58
HEAN 733.50 0.88
SD 196,38 0.35
cvih) 26.77 39.77
MAX 10§3.9¢ £.36
MIN 416,34 0.45

SUBJ VOLUME/F k01

L /HE
1 1239.19 1.90
2 782.04 1.29

(2, IS W #Y B S B

K10®
/HR

0.088
0.192
(0.048
0.067
0.076
0.0351
0.085
0.081

0.082
0.047
56.736
0.192
0.048

K10
/HE

0.066
0.170

PLASMA

TLAG#

HR

0.89
0.44
0.79
.36
.88

[SSIN ]

L2 I

<

D e O~ LN

46.
.
Q.

CI M N Lt

Land)

ELOOD

TLAG
HR

0.88
0.30

AlCe

NG.HR/ML

692.

903,

1022,

1073,

939.
1114,
2141,

722,

1025
498
48
2141
S03.

Alc

34
01
39
80
48
a4
g6
71

.19
.79
.65

.96

01

NG.HR/ML

603.

372.

70
14

FEAK CONCe PEAK TIME?

NG/ML

O- = 0O~ ~ 00 (N 4 Un
oo N Rt LN
- & e & = s =

—
[ IS 06 I S RN |

[ B v SN N ]

FERE CONC PEAK TIME

[

- ]

QO OO AN

>

wh

NG/ML

o ¢t

7 Time at which peak concentration occurred
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HR

L= oSS Cuo U

N oo

HR

“

Volume of dicstribution divided by fraction available, F

fbsorption rate constant

Elimination rate constant

Time delay before onset of absorption

Area under the concentration time curve for the equation
fit to the plasma concentrations

6 Observed peak plasma concentration, as free base

Gy oAt
J:g:b:of
2, ‘i,‘f




o eat fa et
it Q.

Table 5
Fecover o of WREDZS in the Urine as Unchanged Drug and Metaboliteo!
Hywdrovmethyl - WRED2E Total 7 Dose

WHGHDDG )0 Recovered Recovered
(micromoles) (micromoles) {(micromole«! {micromnales)

Sub )
i 24,0

a.82 25.6 17.7

7 14,0 0.2% 0,57 i4.8 10,3
A i7LE RIS 1. s 19. G 12,00
d EAPRES LSO 0,37 F.0 &0
G Q@.u L, 14 0,57 10,5 s

& 16.7 0L E2E 1,33 18. 5 1.3

7 17,8 L 4,57 DEL O 15, 5

MEARN 18.7 USR] 1.8 20,5 14,

STH. DEV. 1005 L I 1.3 10.8 7o

- '

Y opack ocubooct recolveos 2 H0 omo dose of WROOZSH dihvdrochloride,
whichh 15 144,86 micromoles.
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2" 0" o2 ¥R 1S obic - 28R HE- TS T3 CavE at 3 all a TN
Table 6
FPLASMA
SURJ KO1 HL? 1O HL=
i H
i 7.89
2 Z.61
A 0.96 14,82
4 . EHD 1,42
N 1,54 Q.11
) .84 132,67
7 i 12,49
g 1. 3.94
MEON (A ] SN
oD 0,
TR A, G E

MO X 1,08
MY IS

TMAX™
FiF
%, 04

2015

[ LT
P =
P,
P pes)

CMax e
NG /ML
S0, A3
5F.5%
40,
59.
49.
47.

RLOOD
SURa [T I S5 Fody ML THMAX (MRTED 4
IR HiR HF NG /ML
1 . 10,48 2.72 2n.58
2 DL 4,08 2.0 45.80
I Ateorciron haeldlifo
D Eliminmaticr halflife
Do Time ¢t whidicoh maximun concentration cococurs
according to fitted eqgquation
4 Maximum concentration from fitted eguation
4 Geometric mear,
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SUBJECT  FLUID

& SR B

PLASHA
PLACHA
PLASHA
FLASHA

PLASMA
PLASKA
PLASMA

)
O ) O (N = ) P33 e

MEAN
S0

CV(L)
MAX
MIN

! BLOGD
2 BLOOD

g3 Wa arila? 1yt dyY iacotg el

PLASMA

Auce
TRAPEZOIDAL RULE
NG HR/ML

710,147
a11.89
1058.06
1116.29
985.85
114401
2178.82
821.63

106,09
499.58
45.86
2178.82
511.89

625.06
394.21

- ep

SN U AR R AN

Table 7

AlCe
CURVE FIT
NE.HR/ML

692.34
503.01
1022, 5%
1073.80
930,48
1154.94
2141.95

22.71

1025.19
498.79
48.65
2141.96
903.01

603.70
372.14
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Sad”

17.83

8.86
35.67
44.49
58.37
29.17
36.86
98.92

40.95
27.81
67.44
98.92

.88

21.36
22.07

v

R

DIFFERENCE

7

Comparicon of Area Under the Curve by Trapezeida! Rule and Fitted Equation

CURVE FIT AS
TRAPEZQIDAL RULE 1 TRAPEIOIDAL
MINUS CURVE FIT

RULE

97.49
98.27
96.63
94.02
94,38
97.45
98.31
87.96

95.81
3.4
3.58

98.31

87.96

96.58
94.40

Calculated using the linear trapezoidal rule for the seasured concentrations
and adding the area extrapolated to zero drug concentration (obtained by
dividing the last measured concentration by the elimination rate constant
K10 ¢ros the curve fitting).

**  The area froe tise zero to infinity for the equation ¢it to the observed data.
This is the integral of the equation:
C(T") = [D#KOL/(V/F)/(KOT-KI0) J#LEXP(-K10#T '} -EXP(-KO14T "]
where T'= T-TLAG
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Table 8

Elimnation Rate Constant and HFlacma Halflife of WRLOAN
Caleonlated 4y om Yihe Urinary Excoretion of WROLDZSE

Subrject Filimination Rate Haltlife

/e e
D50

112

047

LA

048

L 0a

065

e
. LY

A

5TD. DEY.

T Geometr 1o Hean
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Table 10

Fharmacokinetic Farameters for Individual Subjects
Estimated Using Observed Flasma and Urinary Data?

SUEBJ

MEAM
sD
CV )
MAX
MIN

VOLUME/F= EOL™= K104 TLAGY FxKURINE® THAX?” CMAX®
L. /HR /HR HR /HR Hf NG/ML
1047 2.30  0.057 0.92 O,00032 2.6 3.2

686 2.16 0,132 Q.45  0.00051 1.8 &0.2
1106 1.04 G.046 Q.85  O.00G650 4.0 8.7
759 1.24 0Q.0%56 0.Z25 : Z.0 S6.%
234 0,19 0,047 Q.00 0.00017 7.8 31.7
Q44 Q.43 3,040 D.04  O,00039 &H.1 41.0
=8z D.GO D060 0,40 DH.00191 S.2 Q7.3
810 Q.41 0,080 0.19  G.00082 5.1 41.1
840 1.07  0.065 Q.40  O.00062 4.7 51.2
24 0,82 O.03G Q.24 O.00056 2.9 20.8

28 78.97 45.939 85.13 89.77831 52,9 40,7
1106 203700 0,132 0.92 0.00191 2.8 7.3
gz Q.19 D.040 Q.00 0.00017 1.8 J1.7

[

i ERAIN - I 8

(Observed data weighted to the reciprocal of the square
of the number .

Volume of distribution divided by fraction available, F

Absorption rate constant ‘

Elimination rate constant

Time delay before onset of absorpti. »

Area under the concentration time curve for the eqgquation
fit to the plasma concentrations

Rate constant of elimination of unchanged drug into the
urine times the fraction available

Time at which maximum concentration occurs according
to fitted equation

Maximum concentration from fitted equation
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Chemical Structure of WR 6026
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Study Flow Chart

g DAY HO APPROXIMATE TIME PROCEDURE
- 1 -46 10:00 a.m. Subject admitted to unit. o
g Sign consent form. Blood tests: N
CBC with differential "

|

SMA 6 9

" SMA 12 L

M LDH, CK o
Urinalysis ‘

]
i“ L

Q:; 2 -24 8:00 a.m. Subject begins 12-hour urine 4
collection. ’

-

==
’:m.:'

-12 8:00 p.m. Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.

)
.. '-."a'f'.""—f

-8 12:00 a.m. NPO

3 -1 7:00 a.m Insert heparin lock for blood :',:

§ sampling. A

b ,";
-0.5 7:30 a.m. Electrocardiogram ‘o:
a 0 8:00 a.m. Subject concludes 12-hour urine
collection, begins another 12-hour A

: s’.: urine collection. Blood tests: v
Y CBC with differential 4
, SMA6 !
SMA12 -

g LDH, CK 3
Methemoglobin level .:
. Blood for WR 6026 level. Subject takes K
b & four 15 mg capsules of WR 6026. .:
b h
0.25 8:15 a.m. Blood for WR 6026 level i

::? y
2 0.5 8:30 a.m. Blood for WR 6026 level oy
N

o 0.75 8:45 a.m. Blood for WR 6026 level \
A A
e 1.0 9:00 a.m. Blood for WR 6026 level 2

9,

3

g 1.25 9:15 a.m. Blood for WR 6026 level ot
= )
. (N

1 1.5 9:30 a.m. Blood for WR 6026 level -'::
A W
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& DAY HO APPROXIMATE TIME
' 3 (cont) 2.0 10:00 a.m.
!! 2.5 10:30 a.m.
3.0 11:00 a.m.
a§ 3.5 11:30 a.m.
w 4.0 12:00 p.m.
Y
gs 5.0 1:00 p.m.
" 6.0 2:00 p.m.
g: 8.0 4:00 p.m.
;ﬁ 10.0 6:00 p.m.
12.0 8:00 p.m.
'?!‘{
v
i‘ 4 24.0 8:00 a.m.
)
5
LS
- 36.0 8:00 p.m.
~
~
&
70
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®
l:::.
PROCEDURE W
]
Blood for WR 6026 level by ;
W
Blood for WR 6026 level .
M
P".'
Blood for WR 6026 level
X
Blood for WR 6026 level A
W
Blood for WR 6026 level. -,
Subject may resume eating. &
Electrocardiogram o
&
Blood for WR 6026 level n:
LA
Blood for WR 6026 level
\
) ""
Blood for WR 6026 level ':::
i
Blood for WR 6026 level :h(
.t"!
Blood for WR 6026 level. B
Subject concludes l2-hour urine ‘ ﬁ
collection, begin another 12- aﬂ
hour urine collection. 'm
W
(A
Blood for WR 6026 level. '

Subject concludes 12-hour urine :
collection, begins another 12- ".'0

hour urine collection. 02
Blood tests: gﬁ
CBC with differential !
Methemoglobin level DA
SMA 6 3?
SMA 12 N
Lipid profile h,
LDH, CK e
Electrocardiogram “w
Blood for WR 6026 level. s
Subject concludes 12-hour urine e
collection, begins another 12- ':
hour urine collection. e -
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60.0 8:00 p.m.
72.0 8:00 a.m.
84.0 8:00 p.m.
96.0 8:00 a.m.
98.0 10:00 a.m.
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PROCEDURE

Blood for WR 6026 level.
Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.
Blood tests:

CBC with differential

Methemoglobin level

SMA 6

SMA 12

Lipid profile

LDH, CK
Electrocardiogram

Blood for WR 6026 level.
Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.

Blood for WR 6026 level.
Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.

Blood for WR 6026 level.
Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.

Blood for WR 6026 level.
Subject concludes 12-hour urine
collection, begins another 12-
hour urine collection.
Blood tests:

CBC with differential

Methemoglobin level

SMA 6

SMA 12

Lipid profile

LDH, CK
Electrocardiogram

Urinalysis
Discharge from unit.
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¥ Title of Research Project: Single~Dose Absorption and

, Explanation qf Research Project to Subject:

APPENDIX B

CLINICAL INVESTIGATION CONSENT FORM
The Johrts Hopkins Medical Institutions

¢

Pharmacokinetics of WR 6026 Hydrochloride in
Healthy Subjects

. Patient 1.D. Plate

You are invited to participate in a study of a drug called WR 6026. WR 6026 is not a
licensed drug and therefore is considered investigational. This is a drug used to treac an
infection called leishmaniasis which usually occurs in tropical countries and is caused by
a parasite. WR 6026 has shown promise as an effective drug to treat this infection. The
purpose of this project is to see how healthy volunteers absorb the drug after it is given
by mouth, how long the drug stays in the bloodstream, and what byproducts of drug
metabolism are eliminated in the urine.

If you agree to jolin the study you will be hospitalized for six days. You will
collect all urine for analysis starting on the second hospital day. On the third hospital
day you will take twelve 5 mg capsules of WR 6026 for a total of 60 mg. Following drug
adminigtration repeated blood samples will be taken by means of a “heparin lock," a device
like an intravenous catheter that stays in your vein and allows blood to be removed without
sticking a new needle through the skin each time. A total of 24 blood samples, eackL less
than one tablespoon, will be removed for analysis over the four days after the drug is
given. In combination with blood specimens taken before and after the drug is given to
monitor its safety, the total amount of blood to be removed for this project is less than
one pint. This is less than the amount routinely donated at a blood bank.

We believe that the risks involved with this study are small. When given to animals
in large doses for long periods, WR 6026 has caused changes in the kidney, gallbladder,
liver, spleen, lungse and heart. In this project however, a much smaller dose for body
weight will be given and it is given only once. Healthy human subjects in the 1940's were
given WR 6026 for two weeks at a daily dose one half as much as in this project, and they
developed only minimal changes in blood tests and ERG but no symptoms. More recently,
healthy volunteers have taken single doses of WR 6026, including two who took the same
amount you will take in this project, and no symptoms or laboratory abnormalities were
seen. The chance of your clinical laboratory tests being abnormal is small. BHowever, if
your clinical laboratory tests on Day 7 are abnormal, you will be invited to return for
follow-up clinical testing on Day 13 and weekly thereafter until the tests become normal or
an alternative explanation is determined. A risk of having a heparin lock for blood
withdrawal 1s the possible discomfort of swelling, soreness and bruising.

Benefits to you for participation in this study are primarily financial, but another
potential asset is the comprehensive medical evaluation which accompanies this project, the
records of which will be available in the future. If WR 6026 is found to be well absorbed
and safe, then it can be studied further to see if it is a better form of therapy for the
parasite infection than current drugs.

You are under no obligation to participate in this project. Should you decide
not to participate or should you decide to withdraw during the course of the project, your
future care at Hopkins will not be affected. You will be paid by check for the proportion
of the study which you have completed at the time of withdrawal. Successful completion of
the entire study will pay $250. You will be paid by check when ycu leave the hospital.

Army inspectors may look at the relevant part of your medical record as part of their
job to review this study. You are authorized all medical care for injury or disease which
1s a proximate result of your participation in this research. The medical treatment
provided might include, if necessary, laboratory tests, X-rays and other procedures used in
diagnosis and treatment. No othér compensation f6r Injiury 1s offered:™ —~
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Appendix D ®

Table 1* - A

Precision and Accuracy Data for Analysis of WR 6026, ;
Desethyl WR 6026 and 4-Hydroxymethyl WR 6026 in Human Urined t

=R

Amount Measuredb Coefficient of v
Amount Addedb {mean ¢ SD) Variation ﬁy
{ng/ml) {ng/ml) (%) N

4

o~
=<

WR 6026 1§

22

17 | 18 £ 4 27 6 v

83 84 + 6 7 10 N

S5
a2

Desethyl WR 6026

LY
2

le 15 =+ 3 20 6 aa

Pt
FE

79 83 + 6 , 7 8 e

e

4-Hydroxymethyl WR 6026 : Wi

] R

15 14 2 2 14 8 -
lv‘

LA
[+ <]
o

75 75 = 8 10 X

L 2
-
¥
)

qpata represents a compilation of N separate experiments with 3 P
replicates of each sample determined for each experiment. A e
standard curve of 10-500 ng/ml of each compound bracketed spiked
gnknowns. R
Samples were spiked 20 or 100 ng/ml of the salts of each compound. 4
Data shown is corrected for presence of various salt forms of the W
compounds.

X2 WM =3

i 3
-
AN T

* reproducci from reference #11.
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Apﬁendix D '
TABLE 2%
4-HYDROXYMETHYL WR6026

NANOGRAMS/ML URINE
PT 1 PT 2 PT3 PT 4 PT S PT 6 PT 7 PT 8

T Mm e m wm mm mer A e S e S YR am e m S e g T S S M e w TN S v S S e G gmm T S M W Mo i A s e e e e S mm e = o e
R 2 s 2 1t 2ttt 2t 2ttt i sttt 1ttt

I
)
&
0
e
(]

el
o~ W
®
11
0O
o
=
wo
ww
oo
NN
"W
Q0
~ W
O &
® N
> w
v w
ow
XYT
W
o~
X
N O
=
B
N
TN
FEy.
ow
o\ "

60-72 579 110 222 374 260 237 168 304

72-84 505 146 382 193 253 266 311 357 >
@ 84-96 336 118 108 121 144 127 143 268
URINE VOLUME (ML)

ﬁ SAMPLE PT 1 PT 2 PT3 PT 4 PTS PT 6 PT 7 PT 8
R =========================================================
) -12-0 680 590 1045 735 815 1550 1500 1920
o) 0-12 820 960 1390 S10 485 1230 960 1135
o} 12-24 1050 2020 1855 595 1050 1345 1300 1525
24-36 1835 1330 1328 432 802 1960 1605 2590

- 36-48 830 1630 3130 745 1160 1480 1505 1615
g 48-60 1750 1426 1695 685 1000 950 1095 2600
60-72 1315 1860 1805 490 1070 1635 1195 1890

72-84 715 1410 1650 1050 750 1600 1565 1860

@ 84-96 790 1720 1720 745 1025 1570 1460 1970

TOTAL EXCRETED/SAMPLE (MICROMOLES)

i SAMPLE PT 1 PT 2 PT3 PT 4 PTS PT 6 PT 7 PT 8
¥t ¥ T 1T 1T 1 3t -t 31 3ttt ittt 2t i1ttt 1t it i1ttt ittt

-12-0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

0-12 5.2 4.5 3.1 1.5 0.9 3.3 3.8 8.4

@ 12-24 6.8 3.1 3.0 2.3 3.0 4.5 4.6 11.2
~ 24-3¢ 4.5 2.4 3.3 1.2 1.7 2.2 2.4 9.6
36-48 2.5 1.3 3.0 0.7 1.7 2.7 3.0 4.3

g 48-60 1.6 1.0 1.4 0.9 0.8 1.4 1.3 2.9
! 60-72 2.1 0.6 1.1 0.5 0.8 1.1 0.6 1.6
72-64 1.0 0.6 1.8 0.6 0.5 1.2 1.4 1.9

O 84-96 0.7 0.6 0.5 0.3 0.4 0.6 0.6 1.5
X TOTAL 24.5 14.0 17.2 7.9 9.8 16.9 17.6 41.3

EAN

RATE OF EXCRETION (NANOMOLES/HOUR)
il SAMPLE PT 1 PT 2 PT 3 PT 4 PT S PT 6 PT 7 PT 8

YT I T I Ty Iy st r st 1 2 2 T2 2 2 3 2 8 2 2 2 2 2 2 22 2 £ 3 3 B 4 3 % 2 J
-12-0 0.0 0.0 0.0 0.0 0.° 0.0 0.0 0.0
0-12 433.2 3768.8 254.5 124.8 73. "273.4 318.0 700.1
12-24 564.4 257.6 252.0 194.2 254.2 371.3 385.9 933.5
24-36 375.6 196.3 272.2 97.0 143.5 182.8 201.9 796.0

, 36-48 211.1 109.7 251.2 57.9 139.2 228.5 248.8 358.5
48-60 136.7 85.0 117.2 77.9 67.5 114.8 107.9 245.0
60-72 176.6 47.7 93.1 42.5 64.6 89.9 46.5 133.4
72-84 83.9 47.9 146.2 47.2 44.0 98.6 112.9 154.3
84-96 61.7 47.3 43.0 21.0 34.4 46.4 48.6 122.4

=2

* reproduced from reference #11.
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TABLE 3*
{ ‘ DESETHYL WR6026

NANOGRAMS/ML URINE

SAMPLE PT 1 PT 2 PT 3 PT 4 PT S PT 6 PT 7 PT 8
-12-0 0 0 0 0 0 0 0 0
0-12 42 48 20 54 17 23 90 48
12-24 2% 11 14 12 24 24 90 51
@ 24-36 10 8 16 24 13 7 2 14
' 36-48 10 0 8 10 4 7 19 11
48-60 0 ] (4] 8 4] 8 17 0
60-72 0 0 0 3 0 0 8 0
E 72-84 0 0 o 4 0 0 12 0
84-96 G 0 0 0 0 0 2 0
ﬁ URINE VOLUME (ML)

SAMPLE PT 1 PT 2 PT3 PT 4 PT S5 PT 6 PT 7 PTS8

\
Pt
N
{
o
o
®
o
wn
Yo
o
—
o
o>
w
-3
w
v
[ ]
-
v
=
wn
0N
(=
-
w
o
o
bt
O
N
o

N
NS
I
w
=2}
[
[« -4
w
w
[
w
W
o
| and
W
[8 )
(-]
['-S
W
N
o
o
N
o
V]
)]
=]
[
-
=]
(5]
N
W
¥-}
o

. 60-72 1315 1860 1805 490 1070 1635 1195 1890
gﬁ - 72-84 715 1410 1650 1050 750 1600 1565 1860
> 84-96 790 1720 1720 745 1025 1570 1460 1970
i TOTAL EXCRETED/SAMPLE (MICROMOLES)

SAMPLE PT 1 T2 PT3 PT 4 PT S PT 6 PT 7 PT 8

EE T ErEECs==C-C=C TN RC oSSR TSRS SRS ST S S S S ES SRR

-12-0 0.00 0.00 0.00 0.00 0.00 0.00 0.00 0.00

@ c-12 0.09 0.13 0.08 0.08 0.02 0.08 0.24 0.15
12-24 0.067 0.06 0.07 0.02 0.07 0.09 0.33 0.22

24-36 0.05 0.03 0.06 0.03 0.03 0.04 0.01 0.10

& 36-48 0.02 0.00 0.07 0.02 0.01 0.03 0.08 0.05
48-60 0.00 0.00 0.00 0.02 0.00 0.02 0.05 0.00

60~72 0.00 0.00 0.00 0.00 0.00 0.00 0.03 0.00

ﬁ 72-84 0.00 0.00 0.00 ©0.01 0.00 0.00 0.05 0.00
84-96 0.00 0.00 0.00 0.00 0.00 0.00 0.01 0.00

? TOTAL 0.25 0.22 0.28 0.18 0.14 0.26 0.79 0.52

] RATE OF EXCRETION (NANOMOLES/HOUR)

3& SAMPLE PT 1 PTr 2 PTr3 PT 4 PT 5 PT 6 PT 7 PT 8
[~ =========’======‘===============’==8=============8=======
-12-0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0

o 0-12 7.9 10.7 6.5 6.3 1.9 6.6 20.0 12.6
R 12-24 6.1 5.3 6.0 1.6 5.9 7.4 27.3 18.0
24-36 4.3 2.3 5.0 2.4 2.4 3.3 0.6 8.7

. 36-48 2.0 0.0 5.5 1.8 1.2 2.5 6.6 4.1

48-60 0.0 0.0 0.0 1.3 0.0 1.7 4.4 0.0

60-72 0.0 0.0 0.0 0.3 0.0 6.0 2.2 0.0

72-84 0.0 0.0 0.0 1.0 ©0.0 0.0 4.2 0.0

84-96 0.0 0.0 0.0 0.0 0.0 0.0 0.6 0.0

* reproduced from reference #11.
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™ v
.....

p TABLE 4%
WR6026
§ NANOGRAMS/ML URINE
. SAMPIL.E PT 1 PT 2 PT 3 PT 4 PT S PT 6 PT 7 PT 8
-12-0 0 0 0 0 ) 0 0 0
' 0-12 157 149 148 254 90 119 706 230
. 12-24 56 20 71 155 70 106 396 103
24-36 25 10 59 61 33 32 61 20
$ 36-48 26 0 18 18 15 34 128 14
48-60 3 0 13 23 8 17 49 2
60-72 9 0 8 20 4 23 24 3
" 72-84 9 0 17 12 6 0 0 0
oy 84-96 0 0 0 ] 3 0 0 ]
j:«' URINE VOLUME (ML)
R SAMPLE PT 1 PT 2 PT3 PT 4 PTS PT 6 PT 7 PTS8

e T S e T S T T T T T e I T Y P P T T T Y T T
2 22t T 22 - 2 i 2 & 2 2 R 2 R A B & A 2 F- 2 2 2 R R0

@ 0-12 820 960 1390 510 485 1230 960 1135

12-24 1050 2020 1855 595 1050 1345 1300 1525
24-36 1835 1330 1328 432 802 1960 1605 2590
) 36-48 830 1630 3130 745 1160 1480 1505 1615
B 48-60 1750 1426 1695 685 1000 950 1095 2600
60-72 1315 1860 1805 490 1070 1635 1195 1890

’ 712-84 715 1410 1650 1050 750 1600 1565 1860

i: 84-96 790 1720 1720 745 1025 1570 1460 1970
TOTAL EXCRETED/SAMPLE (MICROMOLES)

i SAMPLE PT 1 PT 2 PT 3 PT 4 PTS PT 6 PT 7 PT 8

-12-0 0.00 0.00 0.00 0.00 0.00 O0.00 0.00 0.00

0-12 0.38 0.42 0.60 0.38 0.13 0.43 1.97 0.76

:":3 12-24 0.17 0.12 0.38 0.27 0.2 0.41 1.50 0.46

24-36 0.13 0.04 0.23 0.08 0.08 0.19 0.29 0.15
36-48 0.06 0.00 0.16 0.04 0.05 ©0.14 0.56 0.07
48-60 0.01 0.00 0.07 0.05 0.02 0.05 0.16 0.01
60-72 0.04 0.00 0.04 0.03 0.01 0.11 0.08 0.02
72-84 0.02 0.00 0.08 ©0.04 0.01 0.00 0.00 0.00
84-96 0.00 0.00 0.00 C6.00 0.01 0.00 0.00 0.00

3 .
E

|

TOTAL 0.82 0.57 1.56 0.87 0.53 1.33 4.57 1.47

RATE OF EXCRETION (NANOMOLES/HOUR)

- SAMPLE. PT 1 PT 2 PT3 PT 4 PTS PT 6 PT 7 PTB8
: , R R e e S S R E S e S e e S e S e E S S S e R S e S SR s EER R EEE SRS
-12-0 0.0 0.0 0.0 0.0 0.0 0.0 0.0 0.0
0-12 31.3 34.7 49.8 31.5 10.6 35.5 164.6 63.5
12-24 14.4 10.0 31.9 22.5 17.8 34.5 125.1 38.3

24-36 11.2 3.1 19.¢0 6.4 6.3 15.4 23.9 12.5
36-48 5.3 0.0 13.7 3.3 4.2 12.1 46.9 5.6
48-60 1.2 0.0 5.4 3.8 1.9 3.9 13.1 1.2
60-72 3.0 0.0 3.7 2.4 1.1 9.1 7.0 1.5
72-84 1.6 0.0 6.7 3.1 1.1 0.0 0.0 0.0
84-96 0.0 0.0 0.0 0.0 0.8 0.0 0.0 6.0

* reproduced from reference #11.
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APPENDIX E

¢
@ page 1 s

INVESTIGATOR’S NAME |PT INITIALIPT # [|COMPOUND:WRE026 '0‘:‘!

! E - w PROTOCOL :DAMD 17-85-C-5133— .
‘ LIETMAN F M L Q| 03 X

i
PROTOCOL Gt

Study| Date’ )

%
2
% Day {ddmmmyy Procedures ',,i
B
E

. ¥.0
ngm?(a Screening laboratory

. — :
c2 T3 |History, Physicai Exam .

"(
— .~: |Rdmission ""I
CEdnl Y

O}fu.i?é‘ Drug Administration .

55 64

s g |
\

. -
T

(o g

-

S

(rd

I certify that: ’

?j 1) I have carefully examined all entries on the data collection "o':‘:
forms, consisting of __/4 __ pages, for subject #__0/ . "-‘

Hd

. ]
ﬁ 2) All information entered onto the data collection forms for '."
this _subject, to the best of my knowledge, is correct. L'

N E/ W s
. w JOWJ

& A v/ 1 M. D. les Decs 6 ﬁﬁ
Invdstigatof's sifnature dd/mmm/yy : :;;

y Wbt
F M
83 W

S

&
b
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page 2

INVESTIGATOR'S NAME |PT INITIAL|PT #

COMPOUND :t WREOZ6

LIETMAN

E- W
F M L

C|

PROTOCOL : DAMD 17-85-C-5133-
03

MEDICAL HIBTORY

W

Date of evaluation 02/7,1/56 Examiner
dd mmm yy
Dr rme FTQ
Date of birth PATRIYE Y] print nam
dd mmm yy
Age A2 yrs
Sex _tL-
Race _ﬁL_
No Yes Comments
Allergy v
Tobacco Use v XL pfd‘
Alcohol Use v/ & pock /inee i
Recreational Drug Use v MT ~ 5 upe k|
[y
Medications past 2 weeks v
Experimental Drug Exposure THU
Blood or plasma donor J
Prior Surgery Kg-KerS it 5 MUR e \é
NO vy sorT
Eye, e®ar, nose, throat o
W“' 'Aﬂ A.Lr oy (t
: e R an
Endocrine (diabetes, thyroid) v
C-V (heart murmur,HBP) v
Pulmonary (cough,asthma) N4
Hepatitis, gastro~intestinal %
Benito-urinary KX T unpctoon
laes 2-4 k. @ac
4
Musculoskeletal Vv !
Neuropsychiatric v

)

A

x 0 4 an 15
£

L

sErnNL

> ;4‘4

%
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page 3
INVESTIGATOR'S NRME |PT INITIAL{PT # |[COMPOUND:WR6026
E - w | PROTOCOL :DAMD 17-85-C-5133-
LIETMAN F M L Cl 03
PHYSICAL EXAMINATION
Date 0%2/J3ul /%86
dd mmm yy
Temperaturc' Pulse Respivr |Blood PressurelHeight (cm)| Wt. (kg)
g . , -
S L dclodumin|dlmin|l L Q L5 e\ 2 b.L| 30

GENERAL EXAMINARTION:

(check) | Nor. |Abn. Provide details of abnormalities
Head/Neck S
EENT /
@) v ?MC‘UJ JéLL ]!SLC? e 1_7f1.\7/ L/Q x;m_u —
2 . nu aed arr’ INT
Chest, 1ungs = | v ((%A_fmgjc IQL'I.J a..lu ﬁw/a‘)‘)'m 4“/ s 1
Heart v
Abdomen v/
Genitalia Neot dong
Rectal Jof dbmx

Extremities J

Skin N

tottoes (I ant chest yPugpiy, goyy o (4 Jo. s
£

Neurologic v

CHEST X-RAY
Date 22/ Jul/ 84

NORMAL X ABNORMAL

Describe abnormalities:

b4 . o AJ 4 )]
A ADC M X e AL IR ¥ PO YRR AV NN LAY AU l.‘.I:l,O-

85

2e Bzmi_f__tct/_/.

print name

. - A
G M A R o B RN M R P MO Yl MO X K
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INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND:WREOZE iqi
- s
E - w PROTOCOL :DAMD 17-85-C-5133— &
LIETMAN F M L ¢/ 093

MEDICATION RECORD

STUDY: WRE6026

TPy A o

PR

Study| Date Start drug admin- End drug admin- Route|Bottle ~
- Day {(ddmmmyy|[istration (0-2400) (istrationn (0-2400) 1.D. # W
o
:f~
Mol
3 |o3pdul §¢ 0fc2 MR PO

L3-S

DOSAGE (total) __é_Q_f_Vt e

PLASMA CONCENTRATIONS

* Vedow p\SSG-\i Sens v s N

TR

- Sample|Schedule| Date Scheduled Actual LWREOEE] | Methemo—
il No. Time ddmmmyy |{Clock Time|Clock Time glabin
wt (hours) (0-2400) (0—-2400) %
. 0 _ . . S * -, ./
eSHESWIEZ C746 .
. 25 N ; A ;
i -2  feraabe| (8/7 CEi7 *
0.50 ' , o .
i - L SWRY: £$57 CE32 *
0.75 g e, .
. Oiiutgc (§47' [HL *
'

1.0 04l B WA I C9r 2 B33

7 S N2 AT 2 (97 1°94.%

; %0 lomait | (932 (944 XS

= =0 Joqbsil g0Cg |oces | 4% R
: =2 lezguiSe| (032 /34 | 510 ‘
- 30 0§l | 1102 /164 53.)

5 35 1290 [132 /132 S1.2

. 1 *% Bl z202 /203 | 943

~ >0 lwdsk | /302 S Ya. v

% &.0 02Xl B [402 | /YL NS Y | 74

< 8.0 om%dgc [E(2 s .Y

g 10.0 0}.;}J?e /(X (805 1303




page S

INVESTIGRTOR'S NAME

PT 1

NITIAL

COMPOUND : WREDR6E

LIETMARN

=

W
L | &/

X\
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T.BILI:0.3-1.2MG/DL ’3
D.BILI:0.1-0.4MG/DL D’(J
CAR:9,0-11.0 MG/DL /(“5
PO4:3.0-4.5 MG/DL 4}?

URIC A:4.2-8.8MG/DL 43

T. PROT:6.0-8.56/DL|| T [

ALB. 13.2-5.3 G/DL 5
AST10-35 IU/L ke
ALT30-30 IU/L /3

ALK PHOS:0-95 IU/L 4 9\

CHOL $151-268 MG/DL %

LDH310-200 IU/L ‘l | J

CPK:0-160 U/L(male) ND

TG:20-190 MG/DL ND

&
g
g
¥
i
3
!
&
R
£
¥
a
§
k




BTV RA RN IOV AR T R M A

DETREG
s
iy

-
o o

Ted e

ST B PR &S BT

Y BRI IRVt a4 g e 840 €20 Ban 5,0 0.8 200 4.9"d 0

page 9

INVESTIGARTOR'S NAME

PT INITIAL|PT #

COMPOUND : WRE026

E - W PROTOCOL:DAMD 17-85--C-5133-
LIETMAN FomiL |G 03
HEMATOLOBY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
Screen Predrug Predrug Postdrug
- 1 3 4 S Day
BoTun8b| 9570l 8e) 02wl B6) 08Tl 8¢} 09 ]u/Sx|Date
TEST NORMAL ddmmmyy | ddmimyy | ddmmmyy | ddmmmyy | ddmmmyy
WBC 4500-110001 | 54 ¢, (A6 £80¢ 55¢c A0l
RBC 4.50-5, 90 4‘86 465 5 e 1{“)0 5:[C
Hab 13.9-16.3 11 44 (1371 | 156 | 14 F [I154
pCV 41,0-53.0 43.4 41.¢€ 4521439 (454
P1t 150-350 364 RE| AP QM 3 35
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oy

-24 TO -12

13Jul 86

LEcc

13Tul86

ALt

{25y

'

=

[

~12

TO o

(33wl 80

%

IﬁJhJYL

QEQOD

O S5

0 7O 1e

14Jul 8¢

QEOT

14T 186

K000

(o) .'uqo*\

12 TO 24

148t

20¢0

15Ju 86

0%t

o.o&u&ﬁ_

24 TO 36

15T ul 86

360

15Tul 86

90093 7/

0. O

36 TO 48

gﬁifkmﬁ

200&%.

leTulft

qu?%

48 70O 60

16Tl 86

0805ﬁ6

16 Jul 86

2000

60 TO 72

1o Tul¥b

2000

ENE;

02oC

72 TO 84

[7Tu[%6

cgen

178

AC0C

84 TO 96

Zeon

R

Ofpe

ERNAYA
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INVESTIGATOR'S NAME |PT INITIAL|PT #

KL H

F M L

COMPOUND : WREORE o,

PROTOCOL :DAMD 17-85-C-5133- .

0L 03 %

LIETMAN

gEx B XX "R2

CHEMISTRY VALUES bl
Laboratory: JOHNS HOPKINS HOSPITAL W

Screen Predrug Predrug Pastdrug ﬂi

TEST : NORMAL

- 1

2

4

5

dammmyy

ddmmmyy

15Tl

ddmmmyy

1 Julfl
ddmmmyy

Day

Date

NR:135-148 MEQR/L

|44
4.4

CL:96~109 MEQ/L 1

R4

SUN: 12-25 MG/DL )4 /3 /0

.3 /1
6LU:70-115 MG/DL é '70
0.} 0.6
C.C 0./ o./
9.4 5.¢ | r0.
4.1 3.7 3.57
1.4 SO | S/
63 ¢Y | 6.7
~ND 3.7 £y
34 2 ¥ 1Y J3
ALT10~-30 IU/L ’é /9 2.2
43 S/ vé
/40 /67 ard
| 58 /Y| /i
570 | 635 | 296 | 203 | vy

09 | | o | er | v

" X X1
le ':::‘,
A

s 5 pras 3 LIS WD 2 " 9 . s , PR MR
AT DDA O OO OO OO X LI OO N M L R RO R O O T A X R D C S R TN O T A O O U AN S AT JOUNUY

/90
& ¢.5 E&;’.z
/0 6 p

5 . -~ ah
1 22 23 22 e

/39
¢.3
/0b

/45

K:3.5-~5.0 MEQ/L

Cog:24-30 MEQ/L

HE Vs e s A
“~
A
«

— e

/- | /3 s
/2 »

76 e
0.v
0.1 »
9,3 o
¥ 0 ;:
7 2
¢-3 ffiff

o« T 454,

79

”~
0.

T.BILI:0.3-1.2MG/DL 0.3

0.0
¥.7
3/

S
i
3. ¥

373
/7
{2
(25

/%Y

D.BILI:z0. 1-0.4MG/DL

CA:9.0-11.0 MG/DL

PO4:3.0-4.5 MG/DL

URIC A:4.2-8.8MG/DL

T. PROT:6.0-8.5G/DL

ALB. 13.2-5.3 G/DL

AST:0~-35 IU/L

£l -
- 5

20 o
g o
/ é ‘/ "("i"_:'
/31 s

ALK PHOS:0-95 IU/L

CHOL:151-268 MG/DL

LDH:0-200 IU/L

-
L

-
e
-
»
i,

CPK30~-160 U/L (male)

TG:20-190 MG/DL

E |




1,0 2 Te b Y e ; U SE e et et LR - “abyt »
W e 2a M0 ik 4 Wa R B IRARRAN AN KA AN AR RA KW I AT TR CAUN VR LY T T TR rey ‘ Ty "8

R
oz

page 8 ol

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUNDIWREOZE el

R L H PROTOCOL :DAMD 17-85-C~5133-
LIETMAN Fom L | 0L 03 e

CHEMISTRY VALUES !
Laboratory: JOHNS HOPKINS HOSPITAL

Postdrug
7 Day ey

Il o) ___ oot e ___lIDate Xy
TEST :NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy S

NA:135-148 MEG/L ,('L/ ::‘,e

K13.5-5.0 MEQ/L 4.3 s

CL:196-109 MEQ/L /03

CO2:24-30 MEQ/L 27 uly

SUN:12-25 MG/DL /.,’/ '::Lf

CREAT:0.4-1.5 MG/DL 1.3 .

BLU:70-115 MG/DL 72/ Nl

T.BIL1:0.3-1.2M8/DL|| 2.¢ o

D.BILI:0.1-0.4MG/DL 0./

CA19.0-11.0 MG/DL . s
0. % ' No

PO413.0-4.5 MG/DL 4o o

URIC A14.2-8.8MG/DL|| ¢ §

T. PROT:16.0-8.56/DL 2.3 ‘,Q:E

'P
ALB. 13.2-5.3 G/DL o 'd :'biii

AST10-35 1U/L 7’?

ALT10-30 IU/L 29 ue

ALK PHOS:0-95 1U/L ‘/'7 ::"(

CHOL:151-268 MG/DL / {3

LDH:0-200 IU/L 3Gy W,

CPK10-160 U/L(male) 171 A0

TG:20-190 MB/DL G?/

g1 B ' a5

104 ‘.C;"

i F gy 18U g Ay 1 RN TUMNG " ' AP R ¢ X 3
e T e L P e N e U A OO 3G G p v 3 n e . j
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INVESTIGATOR'S NAME

PT INITIALIPT #

COMPOUND : WREO26

KL H

PROTOCOL:DAMD 17-85-C~5133-

LIETMAN FmiL [0 03
HEMATOLOGY VALUES
Laboratory: JOHNS HOPKINS HOSRPITAL
Screen Predrug Predrug Postdrug
- 1 3 4 S Day
097486 |1 20X | [9Tul Fb| [ STul 5] 6Tl Fe|Date
TEST NORMAL ddmmmyy | ddmiemyy | ddmmmyy | ddmmmyy | ddmmmyy
WBC 4500-11000 %800 7”0 7?00 77 00 ,77(/)0
RBC 4, 50-5. 90 4,451 43! .53 5.0 %G9
Hab 13.9-16.3 11 145 | 3¢ |56 | /75 | r5¢
PCV 41.0-53.0 || 43 73 | 39.9 ¢ Y ¢h3z | .07
P1t 150~-350 253 [22% 271 309 _
Bands 2-6% I L 6 ?( /
Polys 31-76% 4 5 V\/ %4 37 “g
Eos 1-4% 3 / / 2 o
Bas C) 0 / O 0
Lymphs 24~44% 4 ( ¢é } o V)/ ?(0
Atyp Lym O O 0 0 0
Monos 2-11% IO (0 // // b
Other 0 0 0 /? 10]
10 Jul e
Hethem 0.1 0.0/0.1| 0.0 0.0
G-6-PD |7.4-9.4 7.8 /

e

105
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INVESTIGATOR'S NAME|PT INITIAL|PT # }COMPOUND:WREO26 na!

R L H 2 PROTOCOL :DAMD 17-85-C-5133~
LIETMAN FmoiL |0 03

HEMATOLOBY VALUES W
Laboratory: JOHNS HOPKINS HOSPITAL e

PRI WA R W
& Postdrug
7 Day
% Ll _— - __|Date
TEST NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy { ddmmmyy
ﬁ WBC 4500-11000 hoo
REC 4,50-5. 90 §,0¢
& Hgb  }13.9-16.3 1576
% PCV 41.0-53.0 .9
Plt 150-350 181(
i Bands |2-6% 3
Polys 31-76% yir
E Eos 1-4% 0
!! Bas /
Lymphs 24~44% 40
@ Atyp Lym 0
Monos 2-11% Xf
g Other 0
Nethem, 0.5 >
& 6-6-PD |7.4-9.4 o
Ne L
) O
‘)i-‘ iv
E o
ﬁ e
R 106 >
R
-— 0$::¢

v g B | K A ¢ EWL g y N A 4 2 ’ AN
20T, W T L s L LT e A R L I e R R R B e I N e e R e e R T S G e T
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INVESTIGATOR'S NAME

PT

INITLIAL

PT #

rCGMDGUND:

WREOZE

LIETMAN

O

PROUTOCOL : DAMD

17-85-C-5133-

03

URINALYSIS VALUES

Labor

Screen

atory:

Predrug
1

JOHNS HOPKINS HOSPITAL

Postdrug
4 S 7

ddmmmyy

ddmmmyy

22Ju(86 ) £

_______ | 18Jul86

ddmmmyylddmmmyy

- —— -

ddmmmyy

r
1Sp. Gr.

/. 033

/.c23

1011 1 1.613 |

P

6.0

5.0

| 6o | |

Protein

Heg

Glucose

7

A&n
7

N l}(’ g

! A)FO
]

Ketones

1

| /
! Aka
7

Bili.

reg

‘Gcc.Bld.

[

-
|Cast/lpf

/
Neg
a

SR RSNV SRR [N WU A SR I R

SRR EEER

WEBC/hpf

o
1
-_—

REC/hpf

Epi./hpf

Crys/hpf

0
C
¢
C
o

0
0
0
0
0

Bact/hpf

Y

0

O |00

ELECTROCARDIOGRAM

Time
O=-2400

Date

IcoiAdid

NORMAL
check

cﬁgpk

AENORMAL

—S'IM 6;

Describe abnormalities

]
el sstina/n Iuis ol el B

condre

v

mfu 8610225

I8 | JUA

Fne

v’

nedal)/ Lo atrcod s burthon

ST Se 1 6328

v

1 J /86 {0533

onndel o Msu- ai:u..zj aﬁéidzm

0825

187ud 8¢

v’

M. ara 3
RIS ARSI
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INVESTIGRTOR'S NAME |PT INITIAL|PT # |COMPOUND:WREO26
£ L H PROTOCOL : DAMD 17-85-C-5133-
LIETMAN Fm L |OX 03
ADVERSE EXPERIENCES
check if none occurred %@
ADVERSE ONSET CESSATION|[SEVERITY|{REL'N TO {ARCTION
EVENT (Date/Time) |Date/Time| (Check) |TEST DRUG| (Check)
¥ FZlrl _ | O O X1
dd mmm yy |dd mmm yy Mild DEF. Ndére
4 ':{ i D
/ {14 (IAd L
ﬁwuc«%( o PROE.
, JURN (21N G 4 O
L[) (0-2400) (0—-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
L
—_—— ] g ] ]
dd mmm yy ldd mmm yy Mild DEF. Nore
PROB.
(0-2400) (0-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
COMMENTS (Indicate # and event)
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page 13 \

INVESTIGRTOR®S NAME {PT INITIRL (PT # |COMPOUND: WRE026 j%

R LH PROTOCOL :DAMD  17-B85-C-5133-
LIETMAN | Fm L | 04 03 X

OUTCOME
(To be completed for all subjects)

Protoccl completed ddmmmyy iy

O

i
Premature termination of proteocol ddmmmyy ;;

3
REASON FOR PREMATURE TERMINARTION ﬁ’
(Check appropriate category) x)

Adverse Experience
Died During Study ts
Failure To Return For Follow-up e
Did Not Cooperate N
Protocol Violation Tt
Erntry Violation

Intercurrent Illness i

¢
:
!
g
2
¥
% 8%t Julle ‘::'
g
¥
i
i
'
3
5

goooodaon

Administrative/Other

3

T B M S R
‘B

If terminated early, explain briefly:

109 W
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INVESTIGATOR’S NAME| PT INITIAL| PT #|COMPOUND: WREOZE
E L H PROTOCOL :DAMD 17-85~C-S133
LIETMAN FomirL | O 0z
CONCOMITANT MEDICATIONS
TATAL DATE DATE
DRUG NAME DAILY DOSE STARTED | STOPPED

JoC - /ECC Gnds

1470 8C

1L el

' xwm w4 lush

COMMENTS

(please date and sign all comments)
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page 1 TN

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE6026 qﬂg

dll Ao

w __ F PROTOCOL sDAMD 17~85-C—5133—
LIETMAN Fom L |03 03 ¢
o

PROTOCOL el

Study| Date’ N 4
Day |ddmmmyy Procedures

Screening laborator ool
TNINEA g Y et

|OJ-U.\BQ History, Physical Exam ey

0 |gTulg, |Pdmission (2

3 |uJulgg |Prus Rdministration b

K25
-
-
-
e wne
e o
-
W
- T

I certify that:

1) I have carefully examined all entries on the data collection RS
forms, consisting of _[4_ _ __ pages, for subject #_03 _ . R
2) All information entered onto the data collection forms for ..a::::j
this subject, to the best of my knowledge, is correct. S ;

Jéﬂ% M. D. 76,0/t e

Investigator's sifdrature dd/mmm/yy )
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page 2

# |COMPOUND : WREO26

PT INITIAL

INVESTIGATOR'S NAME

- M= F _ | PROTOCOL 1DAMD 17-85-C-5133-
LIETMAN F ML |03 <

MEDICAL HISTORY

Date of evaluation El/lﬁL/&L Examiner _

dd mmm yy DrB.& ey

1 Date of birth 3rpees58 Frint rviame
i dd mmm yy

Age 3l _yrs

‘& Sex _EL_

B

Comments

Yes

Rllergy

Tobacco Use v / LFJ’D
- Alcohol Use / Ibeﬁrlauﬂlk

Recreational Drug Use

Medications past 2 weeks

Experimental Drug Exposure

Blood or plasma donor

Prior Surgery

Eye, ®ar, nose, throat v

Endocrine (diabetes, thyroid)

C-V (heart murmur,HBP)

Pulmonary (cough, asthma)

Hepatitis, gastro-intestinal

Genito-urinary

Musculcskeletal

Neuropsychiatric

Other

112
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page 3

INVESTIGATOR'S NAME |PT INITIAL(PT # |COMPOUND:WRE6026

R PROTOCOL 1 DAMD 17-85-C-5133-
LIETMAN F M L 032 03
WY
o0 PHYBICAL EXAMINATION
Date ( O/Jul/ 8
@\ dd mmm yy
~ Temperature Pulse Respir |Blood Pressure|Height (cm)| Wt. (kp)
o 8. ag|. gomn|idmnli 1 0/53 |1 88.0174.C
=
w2 BGENERAL EXAMINATION:
EQ {check) {Nor. |Rbn. Provide details of abnormalities
Head/Neck v

owh - &L 2o ZC T-RAmm mutalcd) nal pakhes on

N EENT o 7
- Tow wher nes (& bos
ISV RV E]) tuly €
Chext, 1unge | Vo A ot i L,k eough
ﬁ Heart v v
ﬁ Abdomen v’

Genitalia

' Rectal
h
Extremities v’
w3 Ski
b n v ks bic ; “L
-~ Neurologic v’
)
o
%] CHEST X-RAY
& Date (5 /Tul’80

PR

NORMAL X ABNORMAL Describe abnormalities:

s

Examiner

-~ .
4411({1274i?27t’?*Z;gé?:i’\
DnE‘G-}'CHi

print name

e S - - =
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page 4

INVESTIGATOR'S NAME

PT INITIAL

PT #

COMPOUND : WRE0OZE

LIETMAN

Ret

PROTOCOL :DAMD 17-85-C~-5133-

03

STUDY: WR6026

MEDICATION RECORD

Study
Day

ddmmmyy

Date

Start drug admin-
istration (0-2400)

End drug admin-
istration (0-2400)

Route

Bottle
1.D. %

QXN

o 1dul $6

0825

N.A

PO

k. Se\ow (\ssa\f Ser AW ;\7

DOSAGE (total)

] e

B 15 ime © |aammmyy | CTomk Time |crook Time| | Moionin

Y (hours) (0-2400) (0-2400) %

i ° adulS6| 0777 | D33 %

. ©-85 |uvldB6| (740 0840 X

& os0 Liige| prss | 0% |

% 0-75  laudud ¥6| 09s6 09/0 x

" 10 LW 3] 0958 0328 7.4

¥ -85 ludulf| 0940 0940 | \3.0
1-50  Ruu(8t | 0955 0986 | .1

@ 2.0 aJul86{ /035 [0g5 9%

2 25 Ju/8t| /055 | pg5 | NG

x 30 AaJul%| /s HAS 5.5

@ 35 Jadul8b] 434 J[§E 366
40  byzutl /23S | 9uc | b3

f S0 W&l /325 | gsas | Meg
-0 1 Tu/l /4x5 Ve 2N BN

ﬁ 8.0 I 0Tulfe| /o2~ /65 23.6

5 10.0 aTul 84 /1825 (EL4l | 302
X RO I I S

'''''''''''

. o p -
W T o wr a >

_ ;
A KRR

|
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page 5 ..'::‘

INVESTIGARTOR’S NAME|{PT INITIAL|{PT # (COMPOUND:WRED26 ,c,lf

W= £ PROTOCOL : DAMD 17-85-C-5133- )
LIETMAN FomoL (03 03 .

'
'v E
-
-
-
e

MEDICATION RECORD ot

STUDY: WREO=6

Study! Date ' |[Start drug admin- End drug admin- Route|Baottle o

Day lddmmmyylistration (0-2400) listration (0-2400) I.D. # "::‘

!qY

3 |uJuJry 0835 NA PO o

9

@ DOSAGE (total) __5_0___ L s
Vs ¥ Bel\c . Poesa Stv\s\*\w\\’ 3
N gy

PLABMA CONCENTRATIONS Wy

W)
page 2 :".:

Sample|Schedule| Date Scheduled Actual [WREO2E] | MEtHeme—
No. Time ddmmyy |Clock Time|Clock Time gtobin ¢§¢'
(hours) (0-2400) (0-2400) % o

24.0 1227 | 0825 0825 5.0 e
360 0uE | 2025 203F | 2.0 .
“6-9  RksTuRL| 0BRS 0B 35 * o
0.9 R3TulR| 2035 U143

780 Ju% | 083 08a8

84.0  P43ulgL] 2025 2032
-9 |a5Ju&¢| 0BS5S 0835

| XL TR

'x

|

£ ¥ e |4

2% @ &R&

g- 115 Vil

— | N

o At e - y O
* \ N S0 . 3 w LY . . S ~ 2
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ﬁ page 6
& INVESTIGATOR'S NAME|PT INITIAL[PT # |COMPOUND:WR6026
; W~ F PROTOCOL :DAMD 17-85-C-5133-
! LIETMAN Fm L |O3 03
g URINE CONCENTRATIONS
STUDY 1WRE026
g Study| Date |Start drug admin- | End drug admin- |Route| Bottle
Day |ddmmmyy|istration (0-2400)|istration (0-2400) 1.D. #
§ 3 |aTd%e| 0835 M A i
E DOSAGE (totald _6OMMA
URINE CONCENTRATIONS
ﬁ Sample( Scheduled |Start Collection|End Collection|Total
% e Conﬁz::;nme ddmmmyy| 0-2400 |ddmmmyy|0-2400 ity “::f;ésj
| uo1 -24 TO -t2 26 | 0%00 20dulB 1 2005 | 1270 —
i woa | -12 10 © &Li& | 2005 uJuigt| 0%00 | 1045 O
§ uos ©To 12 [ 0%00 |y Jul 2000 |)356 | O VIHY
Uo4 12 T0 24 2 | 2000 190 T %] 0800 | 1855 (0. \osien
g Uos e4 70 36 22Ju( %6 | 0800 |22 Jui8k]| 2000 | 132% |0.00a0
uoe 36 TO 48 20.3u(% | 2000 JuU8L{ 0BOS | 3/30 |O.0nesss
% vo7 48 TO 60 23 Jufk | pRO5 JJ86 | 200 | 1695 0. o
§ uos 60 TO 72 133,486 | 2160 4 36| 0835 | /805 |~ oo
uo9 72 TO 84 245J% 10835 |04 Jul8b]| 2000 | /650 | . oo
g u1o 84 TO 96 24 Tu kL | 2000 s Tu%el 0800 [ 17201 O
¥
E
§
E 116 v :3:::

2 "y
FOGCOR WKL TS A.‘d,,*‘_‘,-*
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a INVESTIGATOR'S NAME (PT INITIAL[PT # |COMPOUND:WRE026 fgf

W - = PROTOCOL :DAMD 17-85-C~5133- 3

I LIETMAN Fmi (D3 03 ¥

|.§:

&

g CHEMISTRY VALUES "

- Laboratory: JOHNS HOPKINS HOSPITAL ¥t

@ Screen Predrug Predrug Postdrug 0“5:

- 1 2 4 5 Day ',:;o

'{I':

3 08 Lul3¢] 1936196 | 211080 |32l 34| 23741 3¢ | Date b
' TEST : NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddrammyy )

E NA:135-148 MEQ/L 142 | 140 142 143 | /43 l:':’;

N

£t3.5-5.0 M '2

g K:3.5-5.0 MEQ/L 49 4.0 3.% | 43 | 4.¢ "g

—— 0

% COz:24-30 MEQ/L 26 14 20 19 /9 Ez::

SUN:12-25 MG/DL 20 s 15 )4 15 EE:‘

i)

CREAT:10.4-1.5 MG/DL o ‘ ' ' »

K 12 03 110 109 |0f 2

a BLU:70-115 MG/DL 98 10 69 g0 5L i

T.BILI1:0.3-1.2MG/DL ey

! D.BILI20.1-0.4MG/DL|| o | 0./ 0. | 0./ 0.6 b |

CA:9.0-11.0 MG/DL (0.0 A 9.5 | 9.7 q.9 ??

@ Po413.0-4.5 me/oL || 33 | 3¢ | 2.8 |3.8 2 -

URIC Ac4.2-8.8M6/DL|| Q 4 2.4 | ¢.5 o] 5 2.4 ’

% T. PROT16.0-8.56/DL|| 7 g 7 | 6.2 | 32 2.5 :;'52

P ‘ : : c.;{

% ALB. 13.2-5.3 G/DL 4.8 4.4 42 | vb. |42 ?’.:.

AST310-35 IU/L O )4 a3 23 X} i

R ALT10-30 IU/L F 7 w | o /4 &

- ALK PHOS:0-95 IU/L i

53 | 45 | 48 |46 49 i

P CHOL1151-268 MG/DL (| [qp 193 94 %3 192 .

| LDH:10-200 IU/L 15/ 14} 143+ | 198 170 ;.I:

g CPK10-160 U/L(male) 0—285 33$ ;(/3 <00 /g} ;’,‘,:

TG120-190 MG/DL TV N b ! P

E ¥ f7 = 7 i

:
. ’ - Y ; : : AR et
MR G N SN AR IR N AT XM T AT R AN R AR R RO
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page 8
INVESTIGARTOR'S NAME |PT INITIAL|PT # |COMPOUND:WREO26
W _F_ PROTOCOL :DAMD 17-85-C-5133~
LIETMAN Fom oL 63 03
CHEMISTRY VALUES
Laboratory:JOHNS HOPKINS HOSPITAL
Pos;drug 5
1) ay
25Tulkt |08 "1;24 e _|pate
TEST :NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy { ddmmmyy
NA:135-148 MEQ/L /‘}{ ﬂ)b
Ke:3. 5-5. O MEQ/L 3 R ND
CL:96-109 MEQ/L [CE ND
CO2:24-30 MEQ/L 21 Nb
SUN:12-25 MG/DL IS /O
CRERT:0.4-1.5 MG/DL [.O //
GLU270-115 MG/DL :/-(o “770
T.BILI10,.3-1.2MG/DL o. 7 9) 3
D.BILI:0.1-0.4MG/DL B 0. /
CAR:9.0~-11.0 MG/DL q@ ﬁ ':,
PO04:3.0-4.5 MG/DL 3 / 2 o
URIC As4.2-8.8me/DL|| / g.(p
T. PROT:6.0-8.5G/DL 7? ND
ALB. 13.2-5.3 G/DL 4.8 4.7
AST10-35 IU/L 4 L
ALT:0-30 1U/L 2 , I
ALK PHOS:0~95 IU/L ‘Hﬂ 4_7_
CHOL:151-268 MG/DL 0\05 16 [
LDH:0-200 IU/L 20/ MQ
CPK:0-160 U/L(male) ]95 Nb
TG120-190 MB/DL Lo Vi

118
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page 9

INVESTIGATOR'S NAME | PT INITIAL|PT # |COMPOUND:WRE6026

_—

w - F PROTOCOL :DAMD 17-85-C-5133-
LIETMAN FmiL |03 03

HEMATOLOGBY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

Screen Predrug Predrug Postdrug
- 1 3 & S Day
08Jul8¢ | 19Tul36 |21 Tl 86| 2dTulte | 23Tu 2% [Date
TEST NORMAL ddmmmyy | ddmmmyy | ddmmmyy [ ddmmmyy [ ddmmmyy
WBe 4500-11000|| 6200 | 64060 | 5%00 | 000 | 4400

RBC 4, 50-5.90 434 | 4.2/ 4.9% | $.3% [4.5%
Hgb 13.9-16.3 || )53 |/3.5 | /4.4 | 14 /3.%
pcv 41.0-53.0 {1 449 | 40.1 | 4.8 | 42.6 | 44.2 | .

P1t 150-350 33) | 323 | 299 | 330 | 309
Bands 2-6% 3 7 3 L /

Polys 31-76% 38 3 ? 3 5 4 e 23
Eos 1-4% 5 3 3 /

X
O

S
»
~

Lymphs 24-44%

Monos e-11%

0
45'
Atyp Lym g 0 / 0 0
q
O

Other

TEL =k
Methem: : 0.1 0. ol 0./ | 0.4

G"S"pD 7. 4_9- 4 ? 0 .‘Q’":

119 N
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b page 10 ﬁ
i {
¢ &S INVESTIGATOR'S NAME |PT INITIAL|{PT # |COMPOUND:WRE60Z6 :;
L ',.
' w o £ PROTOCOL :DAMD 17-85-C-5133- ‘
; g LIETMAN F M L 07 03

i ",‘
l +
) 'y, '_
‘ ﬁ HEMATOLOBY VALUES 3
: Laboratory: JOHNS HOPKINS HOSPITAL Q
N % . Postdrug :
; 7 Day "
4 )
b & 25 Tl88 RN R Date  §
! TEST NORMAL ddmmmyy | ddmmmyy { ddmmmyy | ddmmmyy { ddmmmyy o
k| ) - X
; g WBC 4500-11000| | 72,1 :: |
3] .’.
R REC 4.50-5. 90 4. 57 g
7 g Hgb | [13.9-16.3 || /4 4 3
: . pCV 41 . 0—53. 0 “ : A ‘f
:f'& 43.3 "
N P1t 150-350 304 g
3 (3
'

s i Bands 2-6% 4 X
# -

- ¢

; , Polys 31-76% 5t) :
s & Eos 1-4% P ;
! l.?
E Bas / v
! & Lymphs 24-44% 33 :'v
3, Ei
! ﬁ Atyp Lym / \
' ! e
! Monos 2-11% q :
9, '
,: Other O z
¥ ‘j
2
¥ €

mithe m. 0.0 -1.5 6.3
G-6-PD 7e 4~9,. 4

.~

S W R WS

TR R B O5A4

120
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page 11

- 8.

1
INVESTIGATOR?’S NAMEIPT INITIALIPT # (COMPOUND: WREOZE :

PROTOQCOL :DAMD 17-85-C-5135-

03 03 i

TIE
=4
i

|

LIETMAN

URINALYSIS VALUES
Laboratory: JOHNS HOPKINS HOSPITRAL

'
.
. Screer, Predrug Postdrug n
§ - 1 4 5 7 ,
) v
‘ (ETulge\1adul®) N 25Tulié :
ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy ddmmmyy' \
g t
. . . B | 1
: Sp. Gr. /022 1 1.0 i lo/y ‘
] . l d
‘ pH 6.0 6.0 [ £.0 | ?
. ]
:. Protein A)e? A)q M€4 : !
1 R ] /
{ . Glucose A]g Dfﬂ [ n’eé :
b 7 1/ — ]
3 n Ketornes | I i i :
Bili. l . j
; o Neg | pN€d . : : ﬂ}e? )
: .Eld. ]
! Jee- Bld Méy | ned Nea | :
,’_: Cast/1pf 0 / X/‘f\.‘f i O / :
: REC/hpf O 0 ;
: Epi./hpf 0-/ 0 {
R Crys/hpf D ' 0 &
&, :
i Bact/hpf ®) . W) ]
1 "
ELECTROCARDIOGRAM N
3 Date Time |NORMAL | AENORMAL Describe abriormalities i
¥ <

ddmmiyy | 0-2400 | check check

2 Ju/SL o070 7 ‘
20 Julfb) /43 |
238} 09/ ) 7
1237,1%6] 0354 -
v
v

gga’ué ﬁé CESD
/5 Tul8Y 140
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page 1¢&
INVESTIGATOR'S NAME{PT INITIAL|PT # |[COMPOUND:WRE0O26
EL - Ei PROTOCOL :DAMD 17-85-C~-S5133-
LIETMAN F m L |02 03
ADVERSE EXPERIENCES
check if rnione occurred
ADVERSE ONSET CESSATION|SEVERITY|REL'N TO {ACTION
EVENT (Date/Time) |Date/Time| (Check) |TEST DRUG| (Check)
“ ) » - 3 y 7 .
Bl it | BBl 2 0f A 22| [X] O | X
dd mmm yy |dd mmm yy| Mild DEF. None
[ |4 AT —
g L
’ PROE.
(0-2400) (0-2400) Mod P0OSS. Treatment
DEF. NOT
Sev UNKNODWN Stop test
drug
*
— — — a4 ] 1
dd mmm yy |dd mmm yy Mild DEF. None
PROB.
(0-2400) (0—-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
COMMENTS (Indicate # and event)
122

.

L g A
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T p
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.
c

bl 5.

.ff,

"l

v )
SR 3 N
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page 13

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND: WR60Z26 v,

w - £ PROTOCOL :DAMD 17-85-C-5133-

LIETMAN | F M L O3 03 2

ad

OUTCOME !
(To be completed for all subjects)

157y {3¢ e

Protocal completed ddmmmyy '

&

Premature termination of protocol ddmmmyy

U

REASON FOR PREMATURE TERMINATION ny
(Check appropriate category)

Adverse Experience
Died During Study M,
Failure To Return For Follow—-up e

b,
Did Not Cooperate i

ZE P B O e 559

Protocol Viclation )

227

Eritry Viclation \

b |
Intercurrent Illness

Qoooogood

Administrative/Other g

If terminated early, explain briefly: &

53

123 3
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page 14

INVESTIGRTOR'S NAME

PT INITIAL

COMPOUND: WREOZE

LIETMAN

0 - F

e

F m L

PROTOCOL :DAMD 17-B5-C-5133

03 032

CONCOMITANT MEDICATIONS

DRUG NAME

TOTAL DATE DATE
DRILY DQOSE STARTED STOPPED

(00 - 1000 und-| i Jul 86

ogarin Lok
A l

COMMENTS
(please date and sigrn all comments)
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page 1

RN R

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE026

L: tL tt PROTOCOL :DAMD 17-85-C-5133~
LIETMAN F m L |04 03
PROTOCOL
Study| Date’
Day |ddmmmyy Procedures

Screening laborator
KJul B g Y

lSJhl%b History, Physical Exam

0 \q3hX3L Admission

3 313\d34 Drug RAdministration

I certify that:

1) I have carefully examintg all entries on the data collection
forms, consisting of pages, for subject #_ ﬂ; .

2) Rll information entered onto the data collection forms for
this subject, to the best of my knowlaedge, is correct.

gﬂ»f% M. D. yy.ry

Invcﬁtinatoysz sigrature dd/mmm/yy

125
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INVESTIGATOR'S NAME | PT INITIAL|PT # |COMPOUND:WR6026 .‘

"R
l’s l'
2

LMY PROTOCOL 1t DAMD 17-85-C~5133-
LIETMAN Fm L | 0% ox

:“I’ AF
~

MEDICAL HISTORY

- 7 27 ) X
Date of evaluation %T\LI R6 Examiner /géai_,%/é/

" 87 Tul Y

o dd mmm yy Df é ée i ::

. "&“ SR At W,

Date of birth 1317 MAY 72 print nafie ety

g dd mmn yy o

' X
R Age _8_ ﬁ_yrs

] 62"

! Sex _t.'\... i

A o

o Race e o ‘o

?‘:’ No Yes Comments |

.. o

h Allergy v .:

‘ )

Tobacco Use J

ﬁ / fa PED o

Alcohol Use J | lng ﬂg , )

Recreational Drug Use ‘/ d

& Tt [ o l0St 2D age e

Medications past 2 weeks / ? Doy v ~ 2D aas o

{ & 0t

Experimental Drug Exposure ,/ 7 '

tob YO.r M’ {!fQ > ’14—%, hy

Blood or plasma donor v ]

Prior Surgery v ) ! ) :ﬁ

e kK v Y A
AN
£

Eye, ®ar, nose, throat v

Endocrine(diabetes, thyroid) ."Z

o

C-V (heart murmur,HBP) v .:‘:

s"

Pulmonary (cough, asthma) v »

N

Hepatitis, gastro-intestinal| ::i

iy

- i . - { “;

= Senitorurinary v/ 16Cm 198 L cesoled @ AN o
i Musculoskeletal v

&

a Neuropsychiatric v’ ".‘:

7 o

Other 0

¢

<M
=3l

12 ) )
_
C— .:"

SO ' + ‘ o ' OO0 '
REROUOEEONOAUNENUAOAC A BOAC AL ”‘4'"‘ MOUAGHIINOMY A AR AR S WY .',\\D."O, Y, t"‘." "L“‘(.".ﬁ..,"l“'lﬂ DAMOY, "‘.Q“.\._.\.“.*!‘ W, TOUCION
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4 page 3 :
DA §
" INVESTIGATOR'S NAME |PT INITIAL{PT # |COMPOUND:WRE026 :
1)

(]
' - M H PROTOCOL :DAMD 17-85-C-5133~
) LIETMAN F M L |04 03

‘i - -

PMYSICAL EXAMINATION
Date 15/Jul/¥6

A RS MR S

. dd mmm yy
4 . '
;4 Temperature Pulse Respir [Blood Pressure|Height (cm)| Wt. (kg)
o,
2 3.4 c| eBmnlldminl LB /6| LE_5.0|54.4
W oy BENERAL EXAMINATION: h
4 J
" 8 (check) |Nor. |Abn. Provide details of abnormalities :
W '
B Head/Neck .
I v P Sho-l-h.g nndeSs hoth ont. Cenvdica ] arepsS ».
b f t
b EENT . !
0 E:.C, v eors - Selerntic TH'S R2L
N Chest, lungs | ./
o 1
Y ' Heart -
N Abdomen o :
1 ,*':
by~ Genitali )
3 enitalia ‘\)0_\, bOhL )
. b Rectal }\\0‘\’ —DO N
IN :
’ Extremities v’ 3
) ‘ Sear (Lusrict Jiom Sun 85 :
bR RS T »
R Skin / Tstee verioectsr mmck\jL)ﬁ Q
: Neurologic v
N ¢
D
b & CHEST X-RAY
W Date I_,‘i/J’ul/al !
" g
::: tE NORMAL Y ABNORMAL. Describe abnormalities: .
)

print name

:. 5 127 -
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page 4

INVESTIGATOR'S NAME

PT INITIAL

PT #

COMPOUND : WRE0RZE

LIETMAN

=
F

M o
MoL

Ot

PROTOCOL : DAMD 17~85-C-5133- .
(6K

STUDY: WR6E026

MEDICATION RECORD

Study
Day

Date
ddmmmyy

Start drug admin-—
istration (0-2400)

End drug admin-
istration (0-2400)

Bottle :%r
I.D. #

3

20:Jul¥b

0810

NA

X Be\ow ASSay Sens. Yiv Ly

DOSAGE

(total)

PLASMA CONCENTRATIONS

Sample

Schedu
Time
(hour

No.

Date
ddmemmyy

le

s)

Scheduled
Clock Time
(0-2400)

Actual
Clock Time
(0=-2400)

CWREOEE]

o

21Ju | 36

0% 00

0300

3

o. 25

21Ju (8¢

0325

03%34S

*

0.50

INIAR

0340

034D

1.9

0.75

20.Jul%

0355

0855

1% .O

21 Jul gk

09/0

(410

1.9

2 Julgb

0925

0925

51.2

1.50

21 Jult

0940

0940

59.6

alo

rINOIRY

1010

1010

2.G

2.5

203 %6

(046

{040

B5.0

3.0

217,136

LD

(110

G2 G

3-5

219,186

1[40

114D

2.2

4.0

23] €6

Q10

(210

2.3

5.0

2091/ 8C

1310

[310

15 .5

6.0

215 8¢

140

(410

S2.M

8.0

2 3l 86

1610

[6(3

GRS

10.0

213, 86

1210

($10

312

12.0

Toigl @l

2 1D 124

2070

AU

)



page S

INVESTIGATOR'S NAME |PT INITIAL{PT # |COMPDUND:WREDZ2E

L MHEB PROTOCOL : DAMD 17-85-C-5133-
F M L

04 03

L SR

LIETMAN

MEDICATION RECORD

STUDY: WRB026

g Study! Date’ |Start drug admin- End drug admin- Route|Bottle
Day !ddmmmyylistration (0-2400) listration (0-2400) I.D. #
g
¥ 3 lzzudst| 0810 QA Po
6C m
E . Ao Fosan| Seamibivs vy DOSAGE (total) __o0m LA
PLASMA CONCENTRATIONS
g page &
Sample|Schedule| Date Scheduled Rctual [WREO2E] | Methemos
No. Time ddmmmyy |Clock Time|Clock Time globin
g (hours) (0-2400) (0-2400) -
ﬁ 24.0 227,196 | 0BI1D 0810 ? 19
36.0 2T %] 2070 2010 *
g 48.0 237.1%L | 0B /0 08/ *
60-0  [23Tud%6 | 2070 2137 X
. 780 1%3u% ]| 080 08/2 X
2 B4-9 lazaRe]| zoso 2015 *
> 6.0 DsJui%6| 081 O8/0 ¥

> -

129 R
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: page € )
% g INVESTIGATOR'S NAME |PT INITIAL{PT # [COMPOUND:WRE0OZE '3
R ¥,
‘ LMy PROTOCOL :DAMD 17-85-C~5133- g
, a LIETMAN F M L |p4 03 .
g :
u‘ )
R URINE CONCENTRATIONS :
Al ‘
! STUDY : WRE026 .
' s Study| Date Start drug admin- End drug admin- Route{ Bottle i
" Day |[ddmmmyy|istration (0-2400) listration (0-2400) 1.D. # :
g 3 |asd e 08 10 N A PO p
. ﬁ DOSRBE (total) __(6QMI ____ '
s‘; . ¢
i URINE CONCENTRATIONS X
I i
] a :
i Sample Scheduled Start Collection|End Collection|Total .
W No. Collection Time Valume | LWREOEE] :
" § (hours) ddmmmyy | 0~2400 |ddmmmyy |0-2400} (m1) | . 4
: + :
R i Wor [ tEATo 2 ogudge | 0300 laoJudgL | 2000 | 755 3
4
;; uoe -12 70 O ZO_I_ngé 2000 zlfglgé 03 00 ?35 Q ,
;: E;E uo3 o TOo 12 uTu( 36| 0800 |2 Julg | A600 | 510 019290 ,
4 ¢
’ uow | 120 24 uJu| 2000 |2Jud| 0% | 595 |oRosa :
uos T

! % 2410 %®  |27u%| 0%00 |n7,(8 [A000 | 432 |o.omas

:. -

: y s | 3 T0 48 1) Tug| 8000 |0l | 0360 | 745 |0 oum A
Wo7 | 4B TO €0 o3 gLl 0%00 |23 Tulf | 2000 | €85 lo.onanea :
g g yos 6070 72  InTJtk| Rooo {4 T gL 080 | 490 o st
) (
; Hoe | 7B To 84 Jutfb | O%/0 lp4Tutst | 2000 | /05D |0 oneson 4
'( 4 o
s £ to | B840 % 14Juf6|R000 |asuaf6| 6800 | 745 | O §
;
. :
2 p‘ '
| ¢ .-
: T30 _ 5

[

]

3 1
s t

PO A e W U Ca ¥ 0 N VY W, AV :
LA SO Ie AR MU AL IS AN SOOUOUDUE ! GO0 ¥ ¥ < . . Q
) DL RERA P NN AR Wt R Mo MO KM XROONIBUN J".’“.‘.,‘._.Ql‘.ﬁlﬂ")J’ﬁ..lﬁ‘..""'.‘[.‘ OO AN IR ALY




page 7

INVESTIGATOR'S NAME |PT INITIAL #

LM 04

F M L

COMPOUND : WREOE6E

PROTOCOL :DAMD 17-85-C~-5133~

LIETMAN 03

CHEMIBSTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

Screen Predrug Predrug Postdrup

TEST : NORMAL

- 1 2

4

S

145848

ddmmmyy

190ul8e

ddmmmyy

21786
ddmmmyy

3Tul2%
ddmmmyy

ddmmmyy

NA:135-148 MEQ/L 46
45
(o6

28

SUN:l1g2-25 MG/DL 13

/33
5.0

/142
4.4
104 106 l0F 108
24 28 20 20
N 9 /0 L3
[0 1.0 0.9
72 70 §4 34
6.5 | 0.6 0.9 | 0.7
0.[ 0.1 0./(
2 9.9 9.5
5.2 3.7 3.5
13 | 5.% 6.9
3.6 7.4 6.9 6.3
4.6 4.3 VD | 4.3
a3 l 2y 4

ALT:10-30 IU/L 4

|44
4.3

/39
4.2

K:3.5-5.0 MEQ/L

CL:96-109 MEQ/L

Cog:24-30 MEQ/L

CREAT:0.4-1.5 MG/DL

6LU:70-115 MG/DL

£13
0.6

0.

T.BILI:0.3-1.2MG/DL

D.BILI:0.1-0.4MG/DL

0.8
3.5
6-5

P04:3.0-4.5 MG/DL

URIC A:4.2-8.8MG/DL

T. PROT:6.0-8.56/DL

AST:0-35 1U/L

ALK PHOS:0-95 IU/L

CHOL:151-268 MG/DL

LDH:0-200 IU/L

CPK:10-160 U/L(male)

TG:120-190 MG/DL
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INVESTIGATOR'S NAME |PT INITIAL |PT & |COMPOUND:WREOZE

-

LMY PROTOCOL :DAMD 17-85~C-5133~ !
LIETMAN Fm o | 0% 03

PO B X

CHEMISTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL X

; Postdrug v
b 7 Day o
Y
" 253,09k 1 lIpate A
TEST : NORMAL ddmmmyy | ddmmmyy { ddmmmyy | ddmmmayy ! ddmmmyy o
! s
; NA:135-148 MEQ/L /43 .
h ;
X K13.5-5.0 MEQ/L 4.2 ]
. CL196-109 MEG/L 105
s ;
XN CO2:24-30 MEQ/L 25 ‘
R - 5
R SUN:12-25 MG/DL 10 0
g )
ﬁ CREAT:0. 4-1.5 MG/DL|| , o !
.! e - l
] - - . l,
E’ - 6LU:70-115 MG/DL 72 :
W T.BILI:0.3-1.2MG/DL|| ¢ @ J
‘; .
% D.BILI:O.1-0. 4MG/DL 0./
A "
! CA:9.0-11.0 ME/DL a 4 :
' & PD4:3.0-4.5 MG/DL 39 3
: v
URIC R:4.2-8.8MG/DL|| 7 ¢
I § [ i
L3 W
! U
_ AST:10-35 IU/L (8 .
TN o
¢ g ALT10-30 TU/L /4
K t
i - / "‘
g ﬂ ALK PHOS:0-95 IU/L 4O "i
. CHOL:151-268 MG/DL /’8] o
3 LDH:0-200 1U/L - ]
N 4
: CPK10-160 U/L (male) ,Bé, 3
Pt »
g TG:120-190 MG/DL Q9 !
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" page 9
; INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND:WREO26
U B 04 |PROTOCOL:DAMD 17-85-C-5133~
LIETMAN F M L 03
'§; HEMATOLOBY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
! Screen Predrug Predrug Postdrug
- 1 3 4 5  Day
' (ATulE ] 1938k 2170182 [ 2230184 [ 235l 88 | pate
TEST NORMAL  |ddmmmyy |ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy
p WBC 4500-11000(| 9900 | (20 | 6400 | 9500 | K400
; e 450590 |l 493 [4%% |430 | 4.49 | 4.0/
‘ Hgb 1997820146 | Kp | 143 | 145 | 4.0
) pCV 41.0-53.0 || 43 3 | 448 | 442 | 42.1 | 43.1
| P1t 150-350 208 24 |a95 | 23 b6
Bands  |2-6% 4 | 0 3 5
. Polys 31-76% 5a 54 64 é)q 6‘[
K Eos 1-4% 3 | O | o
; Bas / O 0 O 0
Lymphs |24~44% 237 43 32 | ad
:;i Atyp Lym o b o O 5
" Monos  |e-11% /3 ] 4 A =
“ Other O O 0 0 0
g Methem: |, 0-,.c M_'Oij;‘ o.oAl 0.0 0.3
“ 6-6-PD |7.4-9.4 8.3
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INVESTIGATOR'S NAME

PT INITIAL|PT #

COMPOUND : WRE0OZ6

AN K

—— ot —

04

PROTOCOL : DAMD 17-85-C-S5133-

LIETMAN F M L 03
HEMATOLOBY VALUES
Laboratory: JOHNS HOPKINS HOSPITRL
Postdrug
7 Day
FENTW R4 SR DAV N PR Date
TEST NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy
wWBC 4300-11000 égOF
Hgb 13.9-16.23 /4({
pCcv 41,0-53.0 43'Q_
Plt 150-350 o
S ¢ 99
Bands 2-6% 2
Polys 31-76% 5]
Eos 1-4% /
Bas {

Lymphs 24-44% 39
Atyp Lym 0

Monos 2-11% )
Other

0

Mt .

0.0-/1.5

0.0

6-6-PD

7. 4"9. 4

< A% 7 473 R0 KV 850 87472 800 WP AP 1) 4N
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v INVESTIGARTOR?S NAMEIPT INITIALIPT # 1COMPOUND: WREOZE |

_ CMH PROTUCOL :DAMD  17-85-C-5133- :
. LIETMAN F om L 04 03 i el
N .'ol

URINALYS1S VALUES NN
% Laboratory: JOHNS HOPKINS HOSPITAL Ty

t
Screen Predrug Postdrug :g:::.:‘
- 1 4 S 7 e

1STwiBbl (9rufBel N 257.136

ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy ddmmmyy. ot

’
\ ) I a3t
I ]’ 1 i ) :}5

Sp. Gr. 10239 1 /.0/7) : t 1.025 ':»*"»31

; = 6o | bS] | s i

Protein Neﬂ /A)p] ) Meq
Loos | j :

ES— Meg | pé | Veg i

Ketores | [U@d l Uf/q

e Ney .

Oce. Bld. IU@Q Neqg |

r . Cast/1lpf [ } 7 R

0 AD o s

" WEC/npf U ]

i

l

-

|

l

» -
.

iy
16

Ly
-
[
-
]

<
Al
Q

. g g = e
U SUIUENINY AN KSR SpUp E—
-

N
-
P
" ab oW

REC/hpf ,(»
L

Epi./hpf O

Bact /hpf O

ELECTROCARDIOGRAM q:,;'r-‘v

:
ﬁ Crys/hpf Q
g

Date Time |NORMAL {AENORMAL Describe abricrmalities

?PJ}IWZ)% 0~-2400 | check chec ot 12 Ei "( 4 ime l‘:ﬁfﬂ
yJA86 |0ese | V|l R uTorvnl Y pnies :gft“:?
E ANIWEIA 22k d M': ol 'C?Légug'& J. l‘
~ l2eTul8610C55 v Bl ﬂ'uuhwxfé M el (R s
. 23796 | 0757 N M optfa o !

‘/‘\. g:rd q 0E2¢L, \/ - TM Jﬂéf tW-uMi . m} {&v/@ "F‘v
&&!ﬂ PEE YA = 135 AN

ey

.

. s L o P - o . . . . _ . . 9
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page 1¢g
INVESTIGATOR'S NAME | PT INITIAL|PT # |COMPOUND:WREO26

L MH
Fom oL

PROTOCOL :DAMD 17-85-C-5133-

LIETMAN D4 03
ADVERSE EXPERIENCES
check if none occurred
7
ADVERSE ONSET CESSATION|SEVERITY|REL'N TO |ACTION
EVENT (Date/Time) |[Date/Time| (Check) |TEST DRUG| (Check)
#
_—— 1 O ] ]
dd mmm yy |dd mmm yy Mild DEF. None
PROB.
(O-2400) (0-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
“
—_— 1 O O ]
dd mmm yy |dd mmm yy Mild DEF. None
PROB.
(0-2400) (0-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug

COMMENTS (Indicate # and event)
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t page 13 ¢
o \
& ¢
;: ﬁ INVESTIGARTOR'S NAME|PT INITIAL|PT # [COMPOUND: WRE026 {
' = MH 0 PROTOCOL :DAMD  17-85-C-5133- i
;: % LIETMAN F M L 4 03 v
2 !
» o
! :ﬁ OUTCOME !
S . (To be completed for all subjects)
i g :
A ] 257,136 M
3 2 Pratocoal completed ddmmmyy 0
i Y,
) E 4
D Premature termination of protocel EEEEE?; k
; )
: § REASON FOR PREMATURE TERMINATION .
‘ (Check appropriate category) f
L] .
i D Adverse Experierce '
%) .
y
:: . D Died During Study .
i g ¢
) D Failure To Return For Follow-up it
A I
% O] Did Not Cooperate \
K| W 4
i * (]
! D Protoccol Violation .
- ‘
: g D Erntry Violation ::
‘. 3
, L_-] Intercurrent Illness '.
3 G‘
. % O Administrative/Dther :
: ;
' If terminated early, explain briefly:
X o
3
H v
& :
’ g{
| % X
. ;
)
4 & Ly
N n"
i - ‘.
4
}
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page 14

INVESTIGRTOR'S NAME

PT INITIAL

COMPOUND: WRE0Z6E

LIETMAN

LK

F M L

04

PROTOCOL : DAMD

17-

85-C-5133

03

CONCOMITANT MEDICATIONS

DRUG NAME

TOTAL
DARILY DOSE

DATE
STARTED

DATE
STORPPED

200 ~1000 S

2/ 3w/ 86

243l 86

COMMENTS

(please date and sign all commernts)
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INVESTIGARTOR'S NAME | PT INITIAL!PT # |[COMPOUND:WR6E6026 -::

D L A PROTOCOL sDAMD 17-85-C-5133~ .
LIETMAN Fm L |05 03

\
PROTOCOL ';?'

Study| Date’ el
Day |ddmmmyy Procedures el

l‘}Iu. l 8£ Screening laboratory

153—\;\%L History, Physical Exam e

0 \QIgl%L Admission N

3 2Tul36 Drug Administration nthy,

o
o

.,

o
-

g
PN

ro
L
X

(A
)
I certify that:

1) 1 have carefully examined all entries on the data collection -
forms, consisting of ___[ﬂ-____ pages, for subject #_0&% _ .

e |

2) All information entered onto the data collection forms for N .:1
this subject, to the best of my knowledge, is correct. q‘"x:

% o
--_Z:_CQ’Z _&_é}__“n. D. L6r Dees L ::::;;1

Investipator's sifgnature dd/mmm/yy

 SA)

e &2
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INVESTIGATOR’ § NAME |PT INITIAL|PT # |COMPOUND:WRE026 ;@

W,

! DL A PROTOCOL 1DAMD 17-85-C~5133- W
v LIETMAN Fomi |05 03 ‘
Byt

MEDICAL HISTORY n

Date of evaluation [R/Jul/8F Examiner _ﬁqu%]?}f) .;
) dd mmm yy \DY:_B G P{by .

B &

Date of birth 2~f1/_5:_<"a/§_8 print name
dd mmm

s
XX

Age OQ + yrs I.

Sex jM__ ‘:'::i
WS
Race _6_ ::

e

No Yes Comments ’

. { '-.‘.
> Rller X
v gy v t‘:»’
ﬁ Tobacco Use v %._ PP ‘::
N

Alcohol Use v ., 4 Y
e »

R tional Drug U / it JS/ &

ecreationa rug Use . o e ) A -y 0

a0 il s ) o () 1

% £ /2 (MDY Jd/m J]LAV/) ¢ o
* Medications past 2 weeks v ¢:.;
¥y,

()

Experimental Drug Exposure v W , .« .

A v L

g P4 Tu#u; ks
Blood or plasma donor e X

UG

s

g Prior Surgery v :'::

\
-

Eye, ear, nose, throat

-
« : -.-.1
¢ Endocrine(diabetes, thyroid) | . ':::
l‘|!
g C-V (heart murmur, HBP) v :::*
(’;
Pulmonary (cough,asthma) v &
df 1.;.
- Hepatitis, pastro-intestinal| %
0. W
;f Genito-urinary v ":‘::
. v
)
N Musculoskeletal v 2
N
a Neuropsychiatric v ::::
! fet
Other v :‘:ﬁ
: .
.f e
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N b
r INVESTIGATOR'S NARME |PT INITIAL[PT # {COMPOUND:WR6026
.
u D_ _1: ﬁ PROTOCOL :DAMD 17-85-C-5133-
i LIETMAN F u L |05 03 ]
™
A N
R ko)
X PHYSICAL EXAMINATION :
Date’?s7/Jul /3£ ]
N v dd mmm yy
5 - X
b Temperature Pulse Respir |Blood Pressure|Height (cm)| Wt. (kg) '
k) :
b 2 e.7c | Fdmnltomnall 0 B4l L7 2.0 [/05.0 ~
AU 1
Az 2§ '
:: BENERAL EXAMINATION: \
\ (i
4
W (check) [Nor. |Abn. Provide details of abnormalities )
b R
; Head/Neck o , | .
| ead/Nec y /Y&Afm1nm@7%?ﬂﬂf “ﬂﬁéﬂ%afyfﬂwéan”fi”
~; . . ok i \
% EENT U ,. ju[nf / ‘
' 1 Chest, lungs | - )
_ i Heart L
P Abdomen . !
_. ‘.- (]
" Genitalia A/Q X
l. Rectal N\
& C\ X /V'"“. 4
» Extremities | [~
S 7
A Skin e O Pacds, axppecs oo oF o Bk ]
> J
> Neurologic e
WIS
] ¢
N CHEST X-RAY '
LY
SR Date [4/3a1/36
i NORMAL [\ [ABNORMAL| |Describe abnormalities: .
t

Examiner

e
-
N
AN
\N\
’%\
i\\

et

-
g

print nam

2Ty B
§7\
'a.
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page 4

INVESTIGATOR’ S NAME |PT INITIAL|PT # |COMPOUND:WREOZE
DL A PROTOCOL :DAMD 17-85-C-5133-
LIETMAN F m L |0OF 03

STUDY:

WRE6026

MEDICATION RECORD

Study| Dat

Day

ddmmmyy

&

Start drug admin-
istration (0-2400)

End drug admin-—-
istration (0-2400)

Route

Bottle
I.D. %

"."l"
2K)
it "::0,'
Y "l‘
"Q“

2,

~r

203056

0305

N.& .

e
ihth
AR

(- >
'%&,\OW (,\550_\{ Duﬁ%\m\o.\y

DDSAGE

(total)

AT RO e e TN L O ST W O OUR MMM UL AN WO SOOI

N3 t‘.‘ln Dt ln

Sample|Schedule| Date Scheduled Actual [WREOZE]
No. Time |ddmmmyy|Clock Time|Clock Time globin
(hours) (0-2400) (0~-2400) —1%
8L | 078 075 *
©-25  DiJufse | 0350 (840 *
050 % | pngos 052" *
0.75 1 #Jd% | 0820 085D *
RO lugfse | 0904 090~ *
-85 ludty | 0940 p390 106
S YN BANAY 0935 | ram
20 lugf¥ | so0g 060 94wy
2.5 w3l | re3z 030 | 9379 R
90  |aqtiL | wor 1OF W% i'f
25 \ugd®| 427 /35 1533 s
4.0 43ulip ) 740 (205 ] G314 & ':":;'
5.0 gl ] oo L osr05 | 950 o
&0  lusly | M /902 | GO o
oo luggsel e ey |wva
1.0 ALl /S0f | yroe |23 o
_|rzo ;;J_’(_,M_é_‘(goo\glaz F002 |32 !E:'-.:‘-,;
Winty

"

(AR
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INVESTIGRTOR®'S NAME

PT INITIAL |PT #

COMPOUND : WREDRE

) L_ P_ﬁ_’_ PROTOCOL : DAMD 17-85-C-5133-
LIETMAN Fmi |D5 03
MEDICATION RECORD
STUDY: WRBE026
Study] Date’ |[Start drug admin- End drug admin- Route|Bottle
Day !ddmmmyylistration (0-2400) fistration (0-2400) I.D. #
2 pidul36 0 805 p.A. PO
. DOSAGE (total) __ég_’_’ﬁg _____
¥x Lelow RSSO\.\, SerSikiva &\,
PLABMA CONCENTRATIONS
page &
Sample|Schedule| Date Scheduled Actual [WR602E] | “MEttEme.
No. Time ddmmmyy |{Clock Time{Clock Time Siobin
thours) (0-2400) (0-2400) -
223086
24.0 & 0305 8865 126
36.0 22J 0% | 2005 2008 2.1
“8-9  le3quge | 0805 | @805 *
60.0 Ly oc | 68 05| 2142 *
7e.0 2 g | 60805 0810 %
84.0 Ly gmL| 2005 A0 *
-0 BT pses” | pROS %
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INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WREORE »

- e -~

DL B PROTOCOL :DAMD 17-85-C-5133- .

-——

LIETMAN F oM L |0F 03 K

SRR e

RS ek R

URINE CONCENTRATIONS \

A q,
) )
. STUDY s WR6026 v
Vii & Study| Date Start drug admin- End drug admin- Route| Bottle

o Day {ddmmmyy|istration (0-2400) {istration (0-2400) 1.D. #

]

Y, : —

E & 3 aquse]| o505 0808 Pa )
¢ % DOSAGE (total) __ _QQ_ ______ W
N > f

URINE CONCENTRATIONS b

B

. Sample Scheduled Start Collection|End Collection|Total
- No. Collection Time Volume | TWREOEZE] ;
E: ?{ (hours) ddmmmyy | O-2400 |ddmmmyy|0-2400| (ml) sty - '
¢ _ _ v U
: i vor | B4 TO 18 hoJuee 0800 | Ju% |aoeo 11790 | —— 4
p woa | 71270 9  egute |apco  |wJul® | eeoo | 8i5 O n
I - ¢
¢ I Wos | ©T 8 LiJuee |0Boo  Jul% |30 | 485 oz :
‘B Uo4 12 70 24 :
= 2T % | 800o  2JA%p | 0860 {1050 |000Gwe1% 3
i !; Uos 24 70 36 1 JuUg6 0800 | TuiRb] dccc | H02 lo.oovi o
: 1
A . uoé 36 TO 48 22Jud8b | 2000 |3 JudR6 10800 | (160 |0 O 3% 3
& uoz 46 7O 80 P3TuRL [OB0p  |esTulb | R000 | 1000 |O.coGnu3 !

uos 60 70 72 1Tkt | 2000 adulR6 10800 {1070 |0.003%943) ;
uos 72 TO 84

4 T JRE | O8no  1aadulRb {2000 | 750 |o.oces
Ulo | 8470 96  LaJUL|R000  |asTugL [ OBop | 1025 [0.00es0
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page 7 ::,':

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WREOZ26 el

b = PROTOCOL : DAMD 17-85-C-5123-
LIETMAN F ML DS 03 3

v
Iy
P

P2

CHEMISTRY VALUES W

Laboratory: JOHNS HOPKINS HOSPITAL :n.;

a Screern Predrug Predrug Postdrug Ei:c
- 1 2 4 S Day '::.‘

¥ 143u(36 | 190 86|2( Jul Bt | 2 2Jed 84|23 TusRt | Date b
TEST : NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy .

E NA:135-148 MEQ/L /43 /39 /3 137 | /3¢ %E-::
Q K:3.5-5.0 MEQ/L 4.0 4.0 4.0 39 |44 ‘:;':‘
CL:96-109 MEQ/L (05 /D3 /01 iz Py *

& CO2:24-30 MEQ/L 24 20 24 2/ “/ ::;
SUN: 12~-25 MG/DL /3 /1 /0 /3 s ;‘.E

ﬁ CREAT:0.4~1.5 MG/DL /] /1 0.9 L/ e/ :?
- BLU:70-115 MG/DL /0% 2/ 36 92 %9 o
EE r.eLn0.3-1.2me/0Ll | 03 | po | 5 | pa | 04 g
E D.BILI:O. 1-0.4MG/DL 07 0. ( 0./ 0./ Y, i
*. - S ' o

CA:9.0-11.0 MG/DL retdon | 9.F q.2 2.3 9, 4 E:E:

g PO4:3.0-4.5 MG/DL 3% | 3.4 3.4 3.3 4, ‘;ﬁ
| URIC A:4.2-8.8MG/DL|| 4 q 49 5 4 5.1 4.2 §

g T. PROT:6.0-8.56/DLf| 7 [ 2.4 | ¢.86 | €9 |2/ ‘!:;':
§ ALB. 13.2-5.3 G/DL 4.0 4 4 4 | 42 |43 ‘2}2
' AST10-35 IU/L 29 a9 30 27 | wa. *‘

§ ALT:0-30 IU/L 25 33 29 30 40 ::Sj
ALK PHOS:10-95 IU/L 5é 55 44 59 5/ !'tig

F CHOL:151-268 MG/DL || /59 /93 JER /62 /74 o
3 LDH10-200 Tu/L 63 | 154 | /3% | /4: | 2p2 g
CPK10-160 U/L(male) ;Z/O L F /59 /1.9\ /90 ;z‘i

g TG120-190 MG/DL Ax4 UD /57 /3 9 /47 %
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INVESTIGATOR’ S NAME|PT INITIAL |PT # |COMPOUND:WREO26

DL A PROTOCOL :DAMD 17-85-C-5133-

LIETMAN Fm L |D5 03
CHEMIBTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
pos;drug@‘&“muf? Day
253ul bk L&'ﬁ%& — S B Date
TEST :NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddammyy
NA:135-148 MEQ/L 137 ND
K13.5-5.0 MEQ/L 4.( ND
CL196-109 MEQ/L 104 ND
CO2:24-30 MEQ/L 2] ND
SUN:12-25 MG/DL 13 /0
CRERT:0.4-1.5 MG/DLI| [ /)
BLUs70-115 MG/DL B7 109
T.BILI:0.3-1.2MB/DL|| 4 4 0.5
D. BILI:0.1-0.4MG/DLY | 1) 0,1
CA:9.0-11.0 MG/DL 6.2 10. 0
P0O413.0-4.%5 MG/DL 40 3.2
URIC A14.2-8.8MB/DL|| ([ [ MW-
T. PROT:6.0-8.56/DL|| g g ?'é
ALB. 13.2-5.3 G/DL 4.4 4.0
AST:10-35 1U/L 29 /b
ALT:0~30 IU/L 44 17
ALK PHOS10-95 IU/L 54 4]
CHOL1151-268 MG/DL 19/ 1365
LDH:10-200 IU/L /(pé 14/
CPK10-160 U/L (male) || /. 9 A}D
TG120-190 MG/DL 1LO N_D
146
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page 9
INVESTIGARTOR'S NAME | PT INITIAL)|PT # |[|COMPOUND:WREO26
D L A PROTOCOL :DAMD 17-85-C-5133-
LIETMAN FmiL |05 03
HEMATOLOGY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
Screen Predrug Predrug Postdrug
- 1 3 4 S Day
147, (%61 19726 20Jf% | 223 %% | 23 l% | Date
TEST NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy
Wee 4500-11000114300 | 6106 | 6300 | P5ep | §600
RBC 4, 50-5, 90 Lol 500 4.73 4 '-}:]' 4 (?é
Hgb 13.9~16.3 4.8 /3.3/ /3‘7 /4. /3.9
pPCV 41,0~-53.0 43%/ 42 4 409 4_/4 42é
P1t 150-350 20-7_ 139\ &33 223 261
Bands 2-6% a2 Zﬁ(ﬁ 2 4 4
Polys  |31-76% 29 40 52 4, 45
Eos 1-4% J@fl | i 2 /
Bas MO 0 o) 0 O
Lymphs 24~44% 5 g 5 9) 3 ’1L 4 D .4 4
Atyp Lym O O 1 'D /
Monos 2-11% 13 1 3_ S/ {
Other | met
} ST i
Methem: L4 0.0 .01 0.0 D.&
6-6-PD |7.4-9.4 7.8

147
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page 10 l.g'j.,'!

; INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE0Z6 0.!:'.v'

D LA PROTDCOL : DAMD 17-85-C-5133- QX
" LIETMAN F ML |05 03 “

4 HEMATOLOBY VALUES - o
Laboratory: JOHNS HOPKINS HOSPITAL A

T

Postdrug ‘,y
7 Day o

257,138 Date

TEST NORMAL ddmmmyy [ ddmmmyy [ ddmmmyy | ddmmmyy | ddmmmyy

WBC 4500-11000/ | 1¢()p) it

REC 4.50-5. 90 4’97’ oyt

Hgb " 113.9-16.3 /4.2 s

v pCV 41.0-53.0 || 49 5 i

Plt 150-350 226 %0

: Bands 2-6% 3 Wil

Polys 31-76% 35 ..‘,q:

. Eos 1-4% ) !".v,

Bas O

Lymphs 24—44% 5‘4 et

8 Atyp Lym

O

Monos 2~-11%

W Other

S

Methem) 0.0 ~ 1.5 0.3 |
2 G-6-PD |7.4-9.4 ‘2';5:-
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npage 11
INVESTIGATOR'S NAMEIPT INITI1IALIRT # |COMPOUND: WREOZE
DL/ PROTOCOL : DAMD  17-8%-C-5133—
LIETMAN F M L |05 03 ;
URINALYSIS VALUES
Labaratory: JOHNS HOPKINS HOSPITARL
Screern Predrug Postdrug
- 1 4 S 7
VENN RN R 1 N S L N L T3
ddmmmyy | ddmmmyy | ddmmmyy | ddmmmy y ddmmmyy:
!
So- Br. 1026 | 1.034 | 1027 ]
H ] l
P (.S 6.6 6.0
Protein ,U Ne
Gi é? U ? /‘Lg |
emee Vey eqg heq
IKetones 4 ! f
e A/g,? I\Jelq L g
!5111. jUg/g Nf? ] hz%’ §
i
Occ. Eld. |
ce Neg | Meg | hea,
Cast/1pf| 0 ! L'{\’ | J
WEC/hpf | o~/

: 0 | Wi
REC/hpf 0 | 0
Epi./hpf N ( O
Crys/hpf b 0
Bact/hpf O O

ELECTROCARDIOGRAM

Date Time {NORMAL {AENORMAL Describe abnormalities
ddmmmyy | 0O-2400 i check check
BIJSC [T33F v FPB6E) , o
21 . [§C | 0659 v @ﬁwmmjfw
b1 Tl 3L | 1237 v | ThpsB )
2 Tu[ 8012905 v I'£ 868
234u(8¢ {1000 v | TERAE
25Ju%6 | 0817 i L @ BLA
149
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page 1&

INVESTIGRTOR'S NAME

PT INITIAL|PT #

COMPOUND : WREORE

DL R

05

PROTOCOL :DAMD 17-85-C-5133-

LIETMAN F M L 03
ADVERBE EXPERIENCES
check if none occurred
ADVERSE ONSET CESSARTION|SEVERITY|REL'N TO |ARCTION
EVENT (Date/Time) {Date/Time| (Check) |TEST DRUG| (Check)
- Bl . 5
* VAR __ioo’za_x, Ll X O ¥
ﬂp[jg]’ dd mmm yy |dd mmm yy Mild DEF. None
' (:ub'ZLT:L D
f{[’ PROB.
| | DO O -
Wﬂ (0—-2400) (0—2400) Mod POSS. Treatment
DEP. NOT
Sev UNKNOWN Stop test
drug
& ; )
M 2w 2 (28 Jul B [N O N
dd mmm yy |(dd mmm yy Mild DEF. None
A ’,}M ‘L', D
- _ “ /
/ U PROB.
5 O O | O
(0-2400) (0-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
COMMENTS (Indicate # and event)
150
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page 13

P g0 et g2 gat gad B8 et

INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND: WR6026

LIETMAN | F M L

Y & A& 05 PROTOCOL :DAMD 17-85-~C-5133-
03

<

OUTCOME
(To be completed for all subjects)

TE S IR O R AR
\v/
-
e

25 Juf 5S¢
53 Protocol completed ddmmmyy
[] Premature termination of protocel Eéﬁ%ﬁ;;

REASON FDOR PREMATURE TERMINATION
(Check appropriate category)

Adverse Experience
Died During Study

Failure To Return For Fcollow—up

Al £ W

Did Not Cocperate

Protocol Viclation

==

Entry Violation

Intercurrent Illness

-

goooooon

I'd

Administrative/0Other

17

If terminated early, explain briefly:

151
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INVESTIGRTOR® S NAME

PT INITIAL

PT #{COMPOUND: WREOZE

LIETMAN

D.L A

F m L

0S5

PROTOCOL : DAMD

17-85-C-5133 n

03

CONCOMITANT MEDICATIONS

DRUG NAME

TOTAL
DAILY DOSE

DATE
STARTED

DATE o
STOPPED oty

100 - (600 wn S

Forus

24Ju/%¢ v

__¢£LfMAJML~40Qujib/1

COMMENTS

(please date and sign all comments)
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INVESTIGATOR’S NAME[PT INITIAL|PT # |COMPOUND:WRE0O26E

-
Pt

M —F PROTOCOL sDAMD 17-85-C-5133-
LIETMAN FmiL |OC 03

L — §

PROTOCOL

E

oL

s~

P

Study| Date’
Day {ddmmmyy Procedures

2s

ZZJUJ%L Screening laboratory

Histor Physical Exam
13 nujl% Yo Y

T o o A {

(o] n R’ug té Admission

Jj L. .
t ¢
/8 ﬁuly Drug Administration

w

- .

I certify that:

1) I have carefully examined all entries on the data collection

y
forms, consisting of _/% ___ pages, for subject #_N( . '

t

Y

2) All information entered onto the data collection forms for :t
this subject, to the best of my knowledpge, is correct. ¥

By PR R P D W

XX

dd/mmm/yy W

-

=2

g 153 ’
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page 2
INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND:WR6026
M~ L PROTOCOL tDAMD 17-85-C-5133~
LIETMAN F ML |0pb 03

MEDICAL HISTORY

Examiner _éé;;%‘__.

Date of evaluation Li/ﬂff/g_é

dd mm
Date of birth LerMarsél

dd mmm yy
Age _20_yrs

Sex _bq_
Race _BL_

DrBG Bty .

print wame

No Yes Comments
Allergy V/
Tobacco Use / 2 PPD
Alcohol Use v’
Recreational Drug Use \/ MJ— 9.4 g Z
Medications past 2 weeks v
Experimental Drug Exposure ¢/ CQ¥¥rk1XnnPLﬂmQ . ? ]
Blood or plasma donor v a7
Prior Surgery v
Eye, esar, nose, throat v
Endocrine (diabetes, thyroid) v
C-V (heart murmur, HBP) v
Pulmonary (cough,asthma) v
Hepatitis, gastro-intestinal}] .
Genito~urinary v
Musculoskeletal v
Neuropsychiatric v
Other v

154
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t,:,; page 3
W y
INVESTIGRTOR'S NAME {PT INITIAL|{PT # |COMPDUND:WRE026 nJ
) ]
_ M 7€ PROTOCOL 1DAMD 17~85-C-5133- i
= LIETMAN F m L |Ob 03 )
1 ) W
I ¥
> PHYBICAL EXAMINATION g
Date /2/fuqrs K o
o dd m Yy
< . %
Temperature Pulse Respir (Blood Pressure|Height (cm) | Wt, (kg) :
Y %‘
A 3 6. 2clgtmn|lemn|l | 0/ 0L FL.0|20..4 3
B v
9] *‘ '3
& BENERAL EXAMINATION: )
e (check) |Nor. |Abn. Provide details of abnormalities Al
» .
Head/Neck \/ AP b,
il OAR Li00RA) /TOANBLUICT N
ENT & X
g @ / Sﬂgﬁt&%ﬁﬁuﬁ—(‘ ) _ o
mChus do b obpcatiin :
ﬁ Chest, lungs l/ Mdd rh n oo :":
Heart /
|/ 3
N Abdomen / N
N 4
y Benitalia o A e 0
, Rectal m 0(}271)«1/ ;
g -
Extremities / .:
;) W
o Skin , -
™ v Cuser M eten s 1) wuppe s bom Mﬂﬁﬂ/@_/{umfg ;
Neurolopic \/ S ’ .
X W N
¥ ,:": ;.
) ¥, L]
\ oo
o CHEST X-RAY Ry
a Date 02/feh /8L "
'~ ()
. NORMAL { %' | ABNORMAL Describe abnormalities: IV,
1 )
b :

Examiner ﬂfé%zr) ?
_D.C B.Sz..&ﬂ . 3

print nam

K

2717
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" page 4
g: INVESTIGATOR'S NAME |PT INITIAL|PT COMPOUND : WREDZE
! M- ¢ PROTOCOL :DAMD 17-85-C-51323—
! LIETMAN Fm L |06 03
% MEDICATION RECORD
STUDY: WRE026
§ Study| Date Start drug admin- End drug admin- Routei{Bottle
Day |ddmmmyy|istration (0-2400) |istration (0-2400) 1.D. #

¥ 3 |maglbl 0800 N A PO
{}' - Berew ;SSN' e poSABE (total) B0 NG
" PLASMA CONCENTRATIONS
d Sample|Schedule| Date Scheduled Actual [WREOZE] | MettremT—
= No. Time |ddmmmyy|Clock Time{Clock Time globin—
:.: (hours) (0-2400) (0—-2400) %
i 0 (4 ffug&u 0365 0255 x

°-25 || 0415 | 04[5 *
o.s0 lemle | op30 | o0 | w5

o7s  lypia | 0g45 | opds | 131
" 1.0 s | 0900 YD 4.0
i = T | o5 | oas [ aa
. tso el 0930 | 04 A
g 2.0 1§ /]L/é{@ 1000 1000 L. O

a5 [l | jo30 1030 U S
3 39 isash| 1100 Iy, G233
5 3.5 gAuag | (120 1130 54.5
~ 4.0 Baunds | 1200 A0 O M
g AN ANED, oo | 505

6.0 fhado | (400 400 | 502
: oo | Kl lwoo | lwn | ass

0.0 | gAl| Ifo0 | I | 3o
E _ 1.0 mgﬂ 4000 156) 200 209

o890, 1% ¢y Py 4 gl , . )
L A PNt Tk o N 2N Y X N WA, et .'l‘.‘\"‘l"‘.‘".‘“t‘ L} l\"'e"‘n‘.'n',.n‘.‘.n‘!lu‘_‘h"’ QOGNS .'t"i 1% Mot
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. page 5

ﬁ INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND:WREO26E _

M- _ £ PROTOCOL :DAMD 17-85-C~5133-

E LIETMAN Fom L |06 03 d

\

B MEDICATION RECORD 3

STUDY: WRE026

ul Study! Date  |Start drug admin- End drug admin-— Route|Bottle 3:

Day lddmmmyylistration (0-2400)!istration (0-2400) I.D. # :

A {]

e 5 |Baugse]  o0pop N.A. PO %

- )

§ i DOSAGE (total) OG0 Mg K

‘ I Below Q‘_;Sml SenSARs v v ;“,.

PLABMA CONCENTRATIONS i

@ page 2 ,

Sample|Schedule| Date Scheduled Actual [WREOR2E] | Mathewnc-— b

o No. Time |ddmmmyy|Clock Time|Clock Time glebin n’;.

s,; (hours) (0-2400) (0-2400) <% &

- )

Iy

24.0 . ¥y

2 9 mf% 000 | 0§05 | \na ¥

36.0 3

[1 A rQDDO %00 foRma\ i:;l

& 48. 0 mg% 0800 pfn | 13 i
| 0.0 1 phifle| Zoo0 83 | %
. 20 |a) higfhl 0800 Iy | »
¢
K

84.0 4 2000 2000
%0 bl 00 | 080

= g
e
" Uit
‘ f
X3
V. o
F o .
o
W 3
& 3
§ 0
O
v
b 0
. {
o

1 _ sz 1. __ __ ' _ _ L -

. . A T o N e A . JR. ) R Y
; o, - x : = w = 3
OO O TN N X KN N TR N M N1 T 0k OO D X MK DO N M MO L B T DTN, DR MG MO YL L LS S




wE

INVESTIGATOR'S NAME

PT INITIAL

PT #

COMPOUND : WREOEE

‘54

LIETMAN

M=-F
F M L

Ob

PROTOCOL : DAMD 17-85-C-5133-~

03

@ URINE CONCENTRATIONS
- STUDY t WR6026

"‘&l Study| Date Start drug admin- End drug adnin-— Route| Eottle
: ' Day |ddmmmyytistration (0-2400) |istration (0-2400) I1.D. #
e (3 PYPEARTTS H.A. Po
2 ﬁ DOSAGE (total) _éﬁf’i _____
) URINE CONCENTRATIONS
%
§ Sample Schedul ed Start Collection|End Ccocllection|Total
e Ne. Collection Time Velume | LWREOZE)
s ?E: (hours) ddmmmyy | 0-2400 |ddmmmyy|0-2400] (m1) gy
l. X v/
)
E vor | -4 10 -12 13 Mydhl 0800 /'?ﬁugga cQOOgO Aooo| ——

- s

. i uoa 1270 0 ?M%{% %MMS&_% (550 )
) , ,
s i Ml M 12 (8471((]1 o | B5Fv 7 | 15miads | Zo0o | 1320 |0.12171
) J
h vos 12 10 e Mug% 2000 Mﬁug% 0§00 | (395 {o0n3,
A T T M L4hufo | OB (Abuable | Zoon 1960 0.053%
i: uoe 36 TO 48 Mﬁugﬂfz MmoD B‘)Iglﬂi 0800 | 1450 .o\ vy
B |7 [ w0 e lohidlo | o0 | 20higb| 20 | 950 100\ 3%
b p o o e ngaop L B,55 locn
0 | | et e kil AR 2 il Zom | oo |
) _g u10 84 YO 96 2,/}“&5{% 207V ﬁ%&pm 1570 9

%
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page 7

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WREOZ26
!i :LAE? PROTOCOL. :DAMD 17-85-C-5133~
LIETMAN F M L Dé 03

CHEMISTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

Screen Predrug Predrug Postdrug
- 1 23 4 5
TEST :NORMAL SEM% l&gﬂﬁé ﬁg 2 jﬁﬂyﬁgé ZQA%'%
: mmm mm mmmyy | ddmmyy | ddmmdyy
NA:135-148 MER/L 140 /42 4 | /40 /46
K:3.5-5.0 MEQ/L 4.3 4. 4.4 4. | 4,2
CL:96-109 MEQ/L /O? W+ | 0% | 106 /05
CO2:24-30 MEQ/L 20 |7 /8 25 25
SUN:12-25 MG/DL /3 ¢ 2 F /3
CREAT:0.4-1.5 MB/DL|| ; 3 /.0 /.o ./ /.0
BLU:70-115 MG/DL /29 60 %0 29 75
T.BILI:0.3-1.2MB/DL[| , ¢ 0.3 0.5 0.4 0.4
D.BILI10.1-0.4MG/DL| n v | o { 0.0 0.0 0.0
CA:9.0-11.0 MG/DL 0.6 9.2 9.3 9.5 q,%
PO4:3.0-4.5 MG/DL 3.9 | 4.1 ND 4.3 5.2
URIC A:4.2-8.8MG/DL|| 4 9 4.5 4.2 D 4.0
T. PROT:6.0-8.5G/DL jé é.f 6.2 6.1 6.4
ALB. 13.2-5.3 G/DL 4, 4.0 4.0 4 4.3
AST10-35 IU/L 27 21 /8 2 22
ALT10-30 IU/L /8 15 /4 /9 2/
ALK PHDS:10-95 IU/L 43 42 43 43 48
CHOL1151-268 MB/DL || /¢ 9 7K Jé4 /54 6
LDH30-200 1U/L 142 /34 146 | 1A% nrs
CPK10-160 U/L (male) || 349 e (il yamun
TG120-190 MG/DL 44 45 6 972 |55

Day

Date

o ...l-.l PN AN ! A
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INVESTIGATOR'S NAME|PT INITIAL [PT # |COMPOUND:WR6026 ]
l.'
Q M - £ | g |erROTOCOL:DAMD 17-85-C-5133- :
- LIETMAN F oM L 03 L
ﬁ CHEMISTRY VALUES ' ¥
Laboratory: JOHNS HOPKINS HOSPITAL .:
"
1 Postdrug 3
o 7 Day %
o 3o | D30 _— - _|pate !
TEST : NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy ‘
ﬁ NA:135-148 MEG/L 2 | b "3
' 8
- 2
E K13.5-5.0 MEQ/L G 1 A'E
CL:196-109 MEG/L L ‘ g
] ~
‘ O3 !
ﬁ CO2:24-30 MEQ/L ~q & %
< "
4
- - bY
| SUN:12-25 MG/DL - ;
4
ﬁ CREAT:0.4-1.5 MB/DL | | 5
: }
: ¥ BLU:70-115 MG/DL Gt t r
' L]
i&‘ - - "
T.BILI:0.3-1.2MB/DL|| . } ::
D. BILI:O. 1-0. 4MG/DL 1 o
a S ! ?
CA:9.0-11.0 MB/DL c\ “ ' :.;
: ; ‘
h 3 ’ 4,
* gg PO413.0-4.5 MG/DL U““"“:g‘ : ii
k S - ¢
, URIC Ar4.2-8.8MG/DL|| ( 3
4 i |
. g _ ' o;
; T. PROT:6.0-8.56/DL|| 4 5::
) 2
B v - N
: vﬁ ALB. 13.2-5.3 G/DL . 8
AST:10-35 IU/L {4
X 3
f g ALT:10-30 IU/L 22 = C
10~ v
; MY #EB\o 3
ALK PHOS:0-95 IU/L X
| uQ, :
o e %
‘ CHOL1151-268 MG/DL 140 oD
ty¢
LDH:0-200 IU/L ¥
& Mg | 3
CPK10-160 U/L(male) VNG l o
)
g TG120-190 MB/DL N | :
} 5
e

160 2
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PT INITIAL

PT #

COMPOUND : WRE0Z26

! LIETMAN

M- P

F m L

0b

PROTOCOL :DAMD 17-85-C-5133-

03

HEMATOLOBY VALUES
Laboratory:

JOHNS HOPKINS HOSPITAL

* Screen Predrug Predrug Postdrug
g' - 1 3 4 S Day
4 ate
TEST NORMAL %g\r{:&&: ggn%% %E_ 8;; ézgﬁ% fgffﬁ‘; pat
§ WBC 4500-110001 | 400 | jp30n | 300! 2000|8100
E RBC 4.50-5.90 || 5 3 4.3 S04 S| £.10
‘ Hgb 13.9-16.3 || )52 | 13.b | /54 | 147 | 154
3 pev  Jeo-szo || 409 | 408 | 452 | 43| 440
P1t 150-350 268 | 266 | 65| 286 | 27
i Bands 2-6% [ 2 O O O
@5 Polys 31-76% 5/ 6 ! 59 6/ YA
Eos 1-4% / I O ‘4_ X
. Bas O 0 ( o | ©
Lymphs |24~-44% 40 3) 27 33 32
ﬁ Atyp Lym / 0 ®) O [
§ Monos 2-11% b 5 4 po I 7
Other 0, O O @) )
Methem: 0.5 0. 243 0.3 0.4+
6~6-PD |[7.4-9.4 4

7.8

1N a0 8 e Ny B ey y '
Rt b T 00 LT e gt e LT L e N et e R T e g e g
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INVESTIGATOR'S NAME

PT INITIALIPT # |COMPOUND:WRE0O26 b,

LIETMAN

M - P PROTOCOL : DAMD 17-85-C-5133— 3
F M L 06 03

TEST NORMAL

HEMATOLOGBY VALUES it
Laboratory: JOHNS HOPKINS HOSPITAL ]

Postdrug r:
7 Day ;
”

—RRa X - ) IR Date )
ddmmmyy [ ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy X

WBC 4500-11000

(‘.\ (,OO ‘.'l

REC 4, 50-5.90

S 2\ .::

Hgb -~ }13.9-16.3

VG

PCV 41,.0-53.0

“S T o

Plt 150~-350

271y &

BRands 2—-6%

\ >

Polys 31-76%

L3 N

Eos 1-4%

> ;

Bas

\

Lymphs c4—-44%

29 piat

Atyp Lym

Monos e-11%

Other

methim.

0.7 1

6-6-PD 7.4-9. 4
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INVESTIGRTOR'S NAMEIPT INIT1ALIPT # |COMPOUND: WREOZE Wt

PROTUCOL :DAMD 17-85-CL-5132-~

O é 03

URINALYSIS VALUES "
Laboratory: JOHNS HOPKINS HOSPRITAL By
»

LIETMAN

=3
i
'IZ
E4N
i
1
IO
op

Screernn  Predrug Postdrug E‘
- 1 4 S 7 ; 1:

L3 Bud3b I_Iv_&egé S Mlhlﬁﬂd! .

ddmmrngyy | ddmmn ddmmmyy | ddmmmyy tddmmidyy | i:"i‘

56 LOIF | lpa* L 01
P 7.0 6.5 | A,
Protein | /l,e? I\OQ’ G
Glucose nw _!\C(J | n VL)
Hetores /’)elé | _hj) 2} i M\CI}
Fiit neq | phay L Ly
{ec. Bla. ﬂ€’9 hdé{ | JLﬁJQ o
i ] hl T ¥ E’J I.:,:(

P EORNEIE UInsupiy SUpURpIp SN SR NSy S
o
S

-ttt

Casv/lpf /67 @T

WEC/hpf nw harl 16( :‘:':::‘:

Epi./hpf 0 D ,4 oy
O

Crys/hpf 0 g
Bact/hpf 0 0 ’{

1y ¢
‘.5
ELECTROCARDIOGRAM ‘

.“‘—
',
£

2

I

Sy

<<l

Date Time {NORMAL |[ABNORMAL Describe abricrmalities ek
ddmmmyy { 0-2400 { check check o

BHITE v oy
nm;% 0745 | ¥ b

5A 1141 / ubol o dou- odsind shogihns o
ﬁﬁ#gb 0R30 / ' ,:s:f::
20

|0Ruagb 0825 | v ;5;::;

2 fulel (lo | v X

VI

AP BBE TR AR LAN
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page lg .,,.
!
I INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WREOZE .
M o.gza,
M- F PROTOCOL :DAMD 17-85-C-5133- '-'.;‘li
LIETMAN F m L |0b 03 LAl
- SO0
ADVERSE EXPERIENCES tey
r‘u ','\‘.0
I check if none occurred il
c',!d:'
RO
i ADVERSE ONSET CESSATION|SEVERITY|REL'N TD |ACTION " W
EVENT . (Date/Time) |Date/Time| (Check) TEST DRUG]| (Check} A

iyt
None

dd mmfa yy |dd mmm yy| mMild |DEF. B
T e
I , W VII"""WM/ ] :u::::::
[ // L PROB. %
1 g
ke L% | | O X | O o
—fw;é (0-2400) (0-2400) | Mod POSS. Treatment -
: ’ 2":“
i ] o
N
DEF. NOT s
by, ¥
..."":
" O O | O st
s Sev UNKNOWN  |Stop test -
drug 0:‘.'0‘,.‘
:‘"'.9:
; . A I , ' o
, e |0 der 2] '?zr O | X i
dd mmm yy {dd mmm yy ild DEF. None Sh
" : J
/u e e PROB.
& 1 00 /030 | )X] O
/}uw (0~2400) (0~2400) | Mod POSS. Treatment

=

yd
e (/ DEF.r__r]qu
&, O U O

Sev UNKNOWN Stop test
drug

& COMMENTS (Indicate # and event)

L

!

i \

i
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INVESTIGATOR'S NAME|PT INITIARL # |COMPOUND: WR6026

" M- F PROTOCOL :DAMD  17-85-C-S133-
LIETMAN | FmL |OF 03

h OUTCOME
(T be completed for all subjects)

AAAu¢; Sl

Protocal completed ddmmm§

X

Premature termination of protocol ddmmmyy

REASON FDOR PREMATURE TERMINATION
(Check appropriate category)

Adverse Experience

Died During Study

Failure To Return For Follow-up
Did Not Cocoperate

Protoceol Violation

Erntry Vioclation

Intercurrent Illness

DOoO00O000oO0

Administrative/0Other

If terminated early,

explain briefly:

165
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ﬁ INVESTIGATOR'S NAME| PT INITIAL| PT #{COMPOUND: WREOZE ::".'.vf
O

M

PROTOCOL:DAMD 17-85-C-5133 WL

T L 0t 03 5

LIETMAN F o

X1

i
{l

CONCOMITANT MEDICATIONS R
2

@ TOTAL DARTE DATE d
DRUG NAME DRILY DOSE STARTED STOPPED '::,":,,é

J@&ﬁm 0,44/04 1001000 60,5 ﬁf? %/4 1¢_|s 9/47 7L ‘.'332
il

COMMENTS
(please date ard sign all commenrts) Wine
iv“!
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INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE026 :g

ALD PROTOCOL 1DAMD 17-85-C-S133- &
LIETMAN F M L 0+ 03

PROTOCOL

A = R
LS

- (3
Study| Date o
Day |ddmmmyy Procedures '%%

Screening laboratory

X F.
.3;:

lﬂu\%‘
J:é‘&:‘\,.\%l; History, Physical Exam

s

o 19Jwl X6 |Rdmission

213wl ¢ |Drug Administration

‘5

x
A

RS =5
w

T
B S5

- ,“v
o

LYt

'Q{
2

T
2s s

I certify thats at

g 1) I have carefully examined all entries on the data collection ) ’::
forms, consisting of __[4 __ pages, for subject #__ 0% __. }'

. Dlaty
g 2) Rll information entered onto the data collection forms for ff»‘
this subject, to the best of my knowledge, is correct. R

b, 72%% o

LU 4 M. D. [er _Qéf/ _/% .;:'.{

Inv.sttnatorfs sighature dd/mmm/yy e

Shw TR 24
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INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND :WR6026 'C:
!5 A ) D PROTOCOL :DAMD 17-85-C-5133- ,
LIETMAN FFmiL J]OF 03 o
\
W '
& W
MEDICAL HISTORY ::i
0
§ Date of evaluation 6/7y ] /8L Examiner ”
=y pr.g.@.feyg/ i
Date of birth 20/Jury 62 print nawme 5{-’
dd mmm yy 5
e
0 Age __Z_iyrs p
U oy
< Sex _.’.’1_.. ( j
. o
“ Race _é_ N
rt X
No Yes Comments k.
o Allergy v’ ¢ :
Yy
ﬁ Tobacco Use v T PPD :;
AN
. Alcohol Use v /me;. ]@0'__ oy mct/o{ i
Recreational Drug Use :
§: .azoa rug Us v /jd/m,,ﬂ -“
Medications past 2 weeks J/ H—iun‘s ';
!;, Experimental Drug Exposure v -?erm-&ﬁ et 3
_ Blood or plasma donor _ ‘::
»
A )
E Prior Surgery v '
33 Eye, esar, nose, throat 7 ?
1
> Endocrine(diabetes, thyroid) v :;:?
. '(‘,‘
EE C-V (heart murmur,HBP) v :::
O“
Pulmonary (cough,asthma) v
N e
\‘fﬂ. Hepatitis, gastro-intestinal - ,."
ot
5t Benito-urinary v |::
{ o]
) Musculoskeletal v
.
: e
$ Neuropsychiatric :::
W
Other %% i
r N
” 2
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INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE026 B :

. Al D PROTOCOL sDAMD 17-85-C-5133- .
LIETMAN F M L O+ 03 S

PHYBICAL EXAMINATION :,.:-.
Date !6/Ju!l/86 )
dd mmm yy

Temperature‘ Pulse Respir |Blood Pressure|Height (cm)] Wt. (kg)

3 2.0c |- €8min|/dmin| [ 2 2/Z28 | L L. 5|53 2.5 =

v
X
4 A

D
W

K BENERAL EXAMINATION: e

(check) |Nor. |Abn. Provide details of abnormalities -,.

Head/Neck : :
v Houth-mud pyerr heq S
U

EENT €orS - Bilaf Ceruminowls [Jose - Seplum S{ 0 e
v nd usesp T - PeritMMﬁéﬂR Throat - {qmg(a/ gperescon .,:::3

Chest, lungs I,
§ U

4
<

,.3 -

=

Heart v . @

Abdomen v

Livey cd%e ot RO M

-« TN
s
-
£
"

Genitalia
Net bm N

Rectal

Extremities v hper §1gmented biréh mart, S e radoh mapk WSM(E’. ™
sor@upperarm [L/Crown?®f nead L Tat. Thigh L Ches

Skin v lbo#h Aands

Neurologic 4
.

Pt
<N
s

.
. 4
s

+ts
0

v

«

Commems * h\\ld Lumbar 5&“'05".5 . NG

' Shraght baek * tho racic Spine WS
" CHEST X-RAY A
N Date ie/Jul/RC g

SRR 2
o

A
x
¥ 2o

o
j-(,' NORMAL \¢ | ABNORMAL Describe abrnormalities:

AL
o

™~
e

Examiner e Il ] Ny

L]
vl

-

1\ o)

©
¥
7

print name Yo

5
2
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INVESTIGRTOR'S NAME|PT INITIAL|PT # |COMPOUND:WRE02E
! A 1D PROTOCOL :DAMD 17-85-C~5133-
* LIETMAN FmiL [OF 0z
ﬁ MEDICATION RECORD
}5 STUDY: WRE026
Study| Date |Start drug admin- | End drug admin- (Route|Bottle
"‘ Day (ddmmmyyjistration (0-2400) |istration (0-2400) 1.D. #
% 3 21 Jult 081 7 A PO
ﬁ DOSAGE (total) _60 mg
¥ Delow RSy SenS v Ly j
§ PLASMA CONCENTRATIONS
o Sample|Schedule|{ Date Scheduled Actual LWREOZ2E] | M™Mettremo=
o No. Time ddmmmyy |Clock Time|Clock Time globin
o (hours) (0-2400) (0-2400) —~% -
ﬁ ° Jute | 0750 0780 *
ﬁ ©-25 laguse | 0832 0§32 *
| X 0.50 i JJse | n%4% 0847 17
g °-75 L guse | 0902 0503 Y
3 1.0 20 T b 091 # 0517 U5 .
5 .85 L gdeL | 0932 0932 132
- 1.50 2 Jul8k | D94L 0947 5.7
5 &0 |2 Juwl| 1017 (0/3 WG
= 25 luJust | 104% (04721 109
“ 30 oy | NI 1112 | o)
r'g 3.3 21Tt %6l 1147 /147 Gy.9
| 0 laquase| (243 /2% | 102,
& 50 |uduse| /3/7 /377 | M
. 6.0 2718 /417 /417 Y.
;5" 8.0 20JuJd8 | )2 /é#.i X .4\
[; 100 lziuyse| /8iZ (812 | GY.C
12.0 o Jug | 20/F 150 20/F | OGO

I DR O T DR N O M M AP DA ASA SO,
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INVESTIGATOR’S NAME |PT INITIAL|PT # |COMPOUND:WRED26

A1 D FROTOCOL :DAMD 17-85-C-5133-
LIETMAN Fw L [OF 03

£ 3

MEDICATION RECORD

{2t

STUDY: WR6026

»

= Study| Date’ |[Start drug admin- End drug admin- Route|Bottle
&‘_ Day lddmmmyylistration (0-2400)!istration (0-2400) I1.D. #
> 3 |ugdse]| 03817 NoA PO

§§ DOSAGE (total) __ _é_Q ______

* Geouo P\%so'\, S S AU \\,\1

oy
@: page 2
Sample|Schedule| Date Scheduled Actual [WRE0261 | Methemo-
;}& No. Time |(ddmmmyy|Clock Time|Clock Time globin
(hours) (0—-2400) (0-2400) —~%-
i £4.0 3y | ov7 08/7 3.0
36.0 22J.J Sb 2017 RO/ 7 7.0
. 48.0
<« 23Ju86 | 0%/F 0¥ 20 D3
g 60.0 33l | 2077 2135 *
3 7€.0 4T (S| 08/F 0922 *
3:3 84.0 293,86 | 20/% 2022 %
9.0 25Tu(30 | 08/% 0820 *
3
5 A
x Y
®
% s
» |:l‘|'lf
@2
») ) ﬁ..
b ‘e
A
ﬁ "&0"’0
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o
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COMPOUND : WREOZE

3
TEE

T}

INVESTIGATOR'S NAME | PT INITIALPT

A
F

P

Ty
L
S

_ D PROTOCOL : DAMD 17-85~C-5133-

/
m L |OF 03

LIETMAN

Pl
- ‘I.’
e

¥ URINE CONCENTRATIONS

-
X_2_)

STUDY : WRE0OE6

B

PR

Study| Date Start drug admin- End drug admin- Route{ Eottle i
Day |ddmmmyylistration (0-2400) |istration (0-2400) 1.D. # gt:\

: 3 yANIR{ A 081 ? N Q . PO '_&E&N

DOSAGE (totaly _ 0O M .

URINE CONCENTRATIONS | !.‘,0:5

Sample Scheduled Start CollectioniEnd Collectiaon!{Total

Nc. Collection Time Volume | TWREOEE] TR

1 (hours) ddmmmyy | 0—2400 !ddmnmmyy  0-2400]| (ml) »
eany Qﬂ

uo1 -24 TO -12 0T19.1 0800 |wTuse |aocoo /[“c
voz | -12 70 © 20Tkt | 2000 2y Julth {0805 | 1Sopl e
uo3 o TO 12 1Tulgh | 0Bos 1217086 | Q000 %0 Cr a7 ‘
Uo4 12 T0 24 1 Td8b | 2000 {22Ju/% | OBoo | 1300 [0 w2y S
Uos 24 TO 36 ITul8b | 0Boo bz Ju(kL | QDOD | 1605 |Ir ~ w3 ¢
UoE 36 TO 48 22Ju[8 | 000 [23Ju18L | OBOO | /505 IG5 :i?:'
R WoT | B TO 80 li3RwiIge | 0800 |23Jui86]BOO0O| (095 |mnemecs i
uos 60 TO 72 23Tul8 | 2000 247,08 | OBos| 1195 |0 '
" Uo9 72 T0 B84 243,86 | O8o5 124 Julh| RO | /S| ¢
y | uto | esT0 se ) vie | @000 ledusil oganl /e ] O ey
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INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WREO26 ::1'; ]
A1 D o7 |PROTOCOL:DAMD 17-85-C-5133- .
LIETMAN F oM L 03 . 'o:::}
o
CHEMISTRY VALUES W
Laboratory: JOHNS HOPKINS HOSPITAL ehAl
o
Screen Predrug Predrug Postdrug ﬁh Y
- 1 2 4 S  Day R
RS,
47w lg6 | 19Tul %6 |21Tu(56 | 22 736 | 23 Tus it | Date K
TEST :NORMAL ddmmmyy | ddmmmyy | ddminmyy | ddmmmyy | ddammyy J!‘
e
NA:135-148 MEQ/L 145 145 /39 /40 | /39 Wi
K:3.5-5.0 MEQ/L 4.5 4.3 4.4 4.4 4.4
CL:96-109 MEQ/L JUG /05 /10 106 /¢ L vg}
o e oh e
CO2:24-30 MEQ/L 24 20 24_ /9 /5 t.*:
SUN:12-25 MG/DL 1 L 9 g /) ,:;.:,'
T0bly
CREAT:0.4-1.5 MG/DL 1.0 /'/ 0‘? LC // ¢V$
GLU:70-115 MG/DL 25 LL 86 87 o "a;
‘%‘,
T.BILI:0.3-1.2MG/DL|| 3 6.2 c.2 ¢.3 c.3 0 ::::‘
- e
D.BILI10.1-0.4MG/DL|| » ot cc et , ot
CA:9.0-11.0 MG/DL —_— 9.1 0o 9.2 6.5 .:"&:g
0
PO4:3.0-4.5 MG/DL 3 5 4.¢ 4.¢ 4. g 5 .::;3
URIC A:4.2-8.8MG/DL , e
5.0 1.0 4.2 4.9 4.5 B
T. PROT16.0-8.56/DL(| ¢ « 7.2 6.5 {4 7.6 :".‘:,,:_:
Xl
ALB. 13.2-%5.3 G/DL 4.( 4.7 4.2 4.4 4 4 :1515'*3’
AST10-35 1U/L 30 24_ Stf;_ 3£ S q_ _.:;:;:
ALT10-30 1U/L 2 19 28 2¢ 3 ::.o.‘:.(
e,
ALK PHOS10-95 IU/L s 5L 48 54 ¢o a.::f
CHOL:151-268 MG/DL
: 14| 141 leC (4K 176 &§$
- COON
LDH10-200 1U/L 126 /8L /3 190 173 :::.‘:‘,':}
0. ]
CPK10-160 U/L(male) || 5 186 £3 73 44 :::,:::§
TG:20~190 MB/DL / I [0 2
64 ND 119 4 + R
173 ey

-------
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INVESTIGATOR’S NAME |PT INITIAL|PT # |COMPOUND:WREOZ26
f}_ 1D PROTOCOL :DAMD 17~85-C-5133~
LIETMAN F M L O 03
CHEMISTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
Postdrug
7 Day
25 Tul8L| 08 Pun i | 2L Aus BL uz%&ﬁ _______ Date
TEST :NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmnfmyy | ddmmmyy
NA:135-148 MEQ/L 140 LA 1.
K:3.5-5.0 MEQ/L 4 3 ; B
CL:96-109 MEQ/L loz
CO2:24-30 MEQ/L 79 \
SUN:12-25 MG/DL 9 / 4
CREAT:0.4-1.5 MG/DL(( | o /) |
GLU:70-115 MG/DL éC) e ?,g
T.BILI:0.3-1.2MG/DL|| , < 5 003
D.BILIz0.1-0.4MG/DL|| . [0
CA:9.0-11.0 MG/DL 10.1 oy 0y
P04:3.0-4.5 MG/DL 4.3 50 2./
URIC A34.2-8.8MG/DL 4.9 - A
T. PROT:16.0~8.5G/DL 7.0 [ (L
ALB. t3.2~-5.3 G/DL 4.? Yy 4’4
AST:0-35 IU/L 39 s 3/ 345
ALT:0-30 I1U/L L3 29 3 0 0’:3
ALK PHOS:0-95 IU/L 4¢ g ‘7 PITS
CHOL1151~-268 MG/DL Y, i /7 J}
LDH:0-200 1U/L 150 A0 PFN .
CPK10-160 U/L(male) || /08 7
TG120~-190 MG/DL q¢ 3
174
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page 9 sy

INVESTIGATOR'S NAME |PT INITIAL{PT # |COMPOUND:WRE026 W

A 1 D_ PROTOCOL :DAMD 17-85-C-5133- ™
LIETMAN Fm L {OF 03 ;;{-.,-

iy -

HEMATOLOBY VALUES "‘v 'o:
Laboratory: JOHNS HOPKINS HOSPITAL ety _:.

: s:o"‘c
. Screen Predrug Predrug Postdrug q“::;.
- 1 3 4 5 Day %

: 147186 | 19001 36| 21 Tud S8 | 22T0d 26| 23 Jul 6 | Date ety
TEST NORMAL ddmmmyy | ddmmmyy [ ddmmmyy | ddmmmyy | ddmmmyy P

VY % 1
- AREA
WBC 4500-11000| | 4590 | £¢0p | 5500 | 6300 | 5700 ::u‘a‘,:::

| RBC 4.50-5.90 4'3 2 431 422 43 / 45/ :;:::E:E:E

Hgb 13.9-16.3 /S8 /5.4 /5.9 /5.2 /e R -.‘
c':'o:.‘t‘

| PCY 41.0-53.0 1| 45.6 | 45¢ | 454 | 4¢.4| 47.8 Ll
Plt 150-350 215 339 3006 29 3 276 :"::"h‘

\J
'l'. i‘«‘l'

Bands 2-6% 3 5 s 6 3 ; "u
| Polys 31-76% 53 5p 5 3 5) 5 :3:?
; N
Eos 1-4% e o 2 4 o &Y?‘:

/ L]
32 o
""c‘z"'c ‘
ety
2, g '.!'

/ A/ vy

G

Bas O @) o)
Lymphs 24~44% 3 o 40 36
Atyp Lym ¢

W
O

X _1

O

Monos 2-11% v

O
5
Other v M Z

R o |
R

:o

o2

-

Meth eIae 0 V i
ethem; . .

0.4 D.32 ¢ .0 O.0 RRAES

AN

G-6-PD |7.4-9.4 8.2 K
0 \

ol
G" D’.."
X

¢
)
DDA
e
(RN
DUCENY
I:':k*i‘-
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INVESTIGATOR'S NAME |PT INITIAL|PT # [COMPOUND:WRE026

A 1I_D PROTOCOL : DAMD 17-85-C-5133-
e LIETMAN F M L C3 03

HEMATOLOBY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

== -~

Postdrug

‘ TEST NORMAL ddmmmyy | ddmmmyy { ddmmmyy | ddmmmyy | ddmmmyy
g WBC 4500-11000| | 8500
REC 4.50-5.90 || 4 &
; :
Eq Hgb 13.9-16.3 6.0

g& pCV 41.0-53.0 4& —-I-
' P1t 150-350 249
i Bands 2-6% ]
» Polys 31-76% él
§ Eos 1-4% %
Bas r,
E Lymphs c4-44% 30
% Atyp Lym O
Monos e-11% CF
E Other 6

| N

e
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page 11
T
INVESTIGATOR'S NQME}'DT INITIALIPT # 'COMPOUND:  WRELZE
AL D iPRUTUCOL:DQMD 1.7-85-C-5133-|
L1ETMAN N 07—-.l 03 |
- . J
URINRLYS1S VALUES
Laboratory: JORNS HOPKINS HOSPITAL
Screernn Predrug Postdrug
- 1 4 S 7
. ‘
leTwlge!t9Twlee) ____\_______ | 25T wl8b |
dommmyy | ddmmmyy i ddmmmyy | ddmmmyy } ddmmmyy !
!S':‘- Gr. : 1 / b I ' ] ‘ {
1 g i hotb + l.opg | ! J{ [.00 6 |
 or A H l t ! l
° B 50 1 60 | : L 60 |
b | 1 { ¥ |
Protesn | L Mleg Mg | Aoy
lGlu(cr.se ; T‘ . ‘ / | l{ { /
e [ Neq \ fug | f L (o
i ] ) I /o | ! i /
revanes | L hy hep s
! . { ' ! 1 H i ;—r \/’r
it | L feg {hbg L Jig |
I _ - - l ! / | i
Chiy hg L
" i { 7 i 1 7 1
jCast/1pfi ! O J! A/i[’ i i OJ J;
| |
!:JE‘C/hpf A 0 ’ } ! O |
i i |
{REC/hpf | O | | 0
‘
Epi./hpf '
p P X"L ; O __/
Crys/hpf O : 0
ELECTROCARDIOGRAM
Date Time [NORMAL |AENORMAL Describe abrnormalities
ddmmmyy | 0—2400 |check check
[Te I I v
2 Jul ¢ [OE4S v
— - ./
2 TW 8 1z v
22Jul§b v
23T 186 290 v
/
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INVESTIGATOR'S NAME

PT INITIAL[PT #

COMPOUND :

WRECR26

A 1D PROTOCOL : DAMD 17-85~C-5133-
LIETMAN Fm L |OF 03
ADVERSE EXPERIENCES
check if none occurred
ADVERSE ONSET CESSATION({SEVERITY{REL*N TO |RCTION
EVENT (Date/Time) |Date/Time| (Check) TEST DRUG| (Check)
* T 0D
e et 2 | /0 Sop B O
/ ﬁ&ﬁﬂLA6:?Z/ dd mmm yy |dd mmm yy Mild DEFk:] None
o
o PROB.
(0-2400) (0—-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
" s dul o A :
| 2 dal i ir Ao £ K] O ]
/yjj ) dd mmm yy ldd mmm yy Mild DEF. None
~ p- PROB.
B ] . O
(0-2400) (0-2400) Mod POSS. Treatment
DEF. NOT
Sev UNKNOWN Stop test
drug
COMMENTS (Indicate # and event)
178
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page 13 ol

INVESTIGATOR'S NAME {PT INITIAL|PT # |COMPOUND: WRE026 !'l’

A& LD |, PROTOCOL :DAMD  17~85-C-5133- i
LIETMAN | FFmtL |OF 03 "

23 |

'

OUTCOME W

(Ta be completed for all subjects) »
(]

25Ju 3¢

Protocol completed ddmmmyy W

X

Vo FFEZ =5

R

Premature termination of protoccel ddrrmmyy "_:

/ A
E: REASCON FDR PREMATURE TERMINATION ;
) _ &

(Check appropriate category) o

E D Adverse Experience :
g ] Died During Study :':?:
D Failure To Return For Foallow-up ::.::

5 D Did Not Ccoperate ‘
. O] Protocol Violation f
% D Eritry Violation ‘.,:\
E D Intercurrent lllness .
h OJ Administrative/Other 25
d

A

If terminated early, explain briefly:

%2

-
.‘.‘l <
-

o

3
-

,
-
hd s

I B

e
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INVESTIGATOR?’S NARME| PT INITIAL| PT #]COMPOUND: WREOZ6

A1l D

|
LIETMAN F M L

PROTOCOL:DAMD 17-85-C-5133
04 03

Pes |

1
. CONCOMITANT MEDICATIONS
Y
':)3; TOTAL DATE DATE
' DRUG NAME DRILY DOSE STARTED STOPPED

X

)

MIJJCMM Lleah 100~ 1000 units | 21 Tul §6 | MTul &L
]

e W e

A

COMMENTS
(please date and sigrn all comments)

A0

b oA

2

1 5 ™

Vs qgﬁ
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e By e N W e My 6T 0 BT W e i e ) LAY J \
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E page 1

INVESTIGATOR®*S NAME|PT INITIAL|PT # |[COMPOUND:WR6026

C L H 0f |PROTOCOL:DAMD 17-85-C-5133-
m L

LIETMARN 03

"
gg PROTOCOL
;]

Study| Date’

E Day |[ddmmmyy Procedures

3 'ffuj%é Screening laboratory

/o
E 173l 76 History, Physical Exam
0 1990 3% Rdmission
f > inistrati

@ 3 UJ Wi Drug Rdministration
3
"
=
¥
[l
;..-
~ I certify that:
‘EE 1) I have carefully examined all entries on the data collection
e forms, consisting of _/4 ___ pages, for subject #__Of _.
B 2) All information entered onto the data collection forms for
. this subject, to the best of my knowledge, is correct.

bR
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page 2
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INVESTIGRTOR'S NAME{PT INITIAL|PT # |COMPOUND:WRE026

[ PROTOCOL :DAMD 17-85-C-5133~
LIETMAN FmoL (0% 03

MEDICAL HISTORY

' — ) e
Date of evaluation LZ/Iy_/XE Examiner -@“ﬁ%/&/ )

-— v v wy don- .

dd mmm yy D_/’_. ﬁ_ ;_6_’_.__@6_#_;1

58 ZXZF 2R

n Date of birth 28 70¢cir21 print n
W™ dd mmm yy
‘:'2 Rge _3_1_)"*:
X Sex A
S'.: Race .é__
No Yes Comments
1
o) Allergy J
Tobacco Use v }/2 PPD
i Alcohol Use Vv 2 4 ) / .
b pLs [weehorn
! Recreational Drug Use v .
:.:_,( MI T YAl 40
Medications past 2 weeks Ve
g Experimental Drug Exposure / ('Jlﬂ e 7t / C :
; X
v K
Blood or plasma donor v _
0 ZL%/&A aje
e Prior Surgery // e
: - 4
F:. Eye, ®ar, nose, throat v ’
Pl ) ~
Endocrine (diabetes, thyroid)
O™ ¥
:} C-V (heart murmur, HBP) ¢7 el
)
Pulmonary (cough,asthma) v 'g$
o
~ N
fa Hepatitis, gastro-intestinal| E‘q
e
T5+0 &
[ ontonne S AGC Kle pon e et R
Musculoskeletal v’ ‘.
% Neuropsychiatric v
Other V/

d

L
]

* M) ! i ") L "% of LW ey W : "~ "o o~ - - . SN - " - - ; i -
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page 3 g

INVESTIGATOR'S NAME

PT

INITIAL|PT # |COMPOUND:WRE026 ol

LIETMAN

PROTOCOL s DAMD 17-85~C-5133- .
03 "

0%

PHYSICAL EXAMINATION
Date _{ Iy /3¢
dd mmm yy

T.mperaturc'

Pulse

Respir

Blood Pressure|Height (cm)| Wt. (kg) &L

3 L. T¢c

_zo_lmin

4 O/min

(283 lZT 07560 M

(check)

BENERAL EXAMINATION:

Nor. |Rbn,.

Provide details of abnormalities x

Head/Neck

EENT

<

Chest, lungs

\

M'@ W FfL | : 4;’?‘
o

Heart

Abdomen

NEA

Cenitalia

Nt dent

Rectal

/10%7LQOTUL | %g

Extremities

Skin

%cun O Se (% RO o

Neurologic

CHEST X-RAY
Date (ZAul/EL ”i

NORMAL

X

ABNORMAL

Describe abrormalities:

DI A TR AN A I N vy
RN 'I’.'k"»"a “’A';’!‘,’a‘, A‘,‘J-’b".‘,.‘.i'.'."‘)-‘e'“\\‘.‘Q'.‘é’._‘i‘}t‘; %“‘9':“;"?(”‘.';“ n

S ),
7 , ) '/‘— ’// ’/‘ e , \ \

DrB&. Pty &

print name’

Examiner

183 K
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@ page 4
INVESTIGATOR'S NAME (PT INITIAL{PT # (COMPOUND:WRE0Z6
! C L H PROTOCOL :DAMD 17-85~C-5133-
LIETMAN FomL |08 03
g MEDICATION RECORD
Lg STUDY: WRE026
Study| Date Start drug admin- End drug admin- Route|Bottle
& Day |ddmmmyy|istration (0-2400) {istration (0-2400) I.D. #
2 |adJd¥y] 0% A0 AA. PO
ﬁ DOSARGE (total) _ 60 _p:p_g_ _____
@ * Berow Assoy Sens iy RATIONS
Sample|Schedule| Date Scheduled Actual LWRE0OZ2E] | Methemo—
E No. Time ddmmmyy |Clock Time|Clock Time globin
(hours) (0-2400) | (0-2400) -
¥ © 8L o%0s 0508 *
. °.85 1 JJY| 0835 | 0835 | X
% °-50 1y qJgb| 8850 085D HECR
" 7 luld¥ p905 | 6905 | 133
0 Nuzd¥l 0920 | 0970 | \w2 R
Rl
% b2 lugulie| 0935 | 0935 | o3 S
i
250w JUH 0950 | 096p | us3 2
3 2.0 (J £020 /040 Cs3 s
)
3 25 |u%dgl 050 | /050 | GOS i
>0 ludulwl u3e /A0 | Gus R
B 5  lu | 150 | (SO | w3 R
“0  ludfgl /RA4o | s320 | GG« e
W
E 0 Q%] /320 /320 | ¢20 win
5 -0 1219l 430 | /440 | 542 s
i o /gyl /6ap /620 | 0% o
E 0.0 \UJufRe| (¥ | 182/ 216 o
‘ 12.0 U (58] AOR0,4, 0% 6.7
R R O S DD Py O T O D OO O L NI DO RAIDLGRE '1"{:



page &
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INVESTIGATOR'S NAME|PT INITIAL|PT # [COMPOUND:WRED26

C L PROTOCOL : DAMD 17-85-C-5133-
LIETMAN FFm L bY 03

MEDICATION RECORD

STUDY: WR6EO26

Study! Date’ |Start drug admin- End drug admin- Route Bottlel
Day iddmmmyylistration (0-2400) listration (0-2400) I.D. #
3 Jugdee] 0% 20 M A PO

DOSAGE (total) 60 m

F Below ASSonSens. hiviny
PLABMA CONCENTRATIONS

page 2
Sample|Schedule| Date Scheduled Actual LWRE02€1 | Methemo-
No. Time ddmmmyy |Clock Time|Clock Time globin

(hours) (0~-2400) (0—-2400) —%

24.0 2238 a0p 0330 | ¥ M3
36.0 2235k A6 20 200 U ¢ .CO
w0 Log il 07| pvoz
60. 0 nJ, (36| 21620 2148
72.0 Zﬁfi&b 0 %20 D¥ AV
84.0 3243150 a040 205 L
96. 0 hsl (| 07,0 6950

2% 1EF

FEZ S8 K% 239 8% X8

T
Ot




page &

-
™ INVESTIGATOR'S NAME|PT INITIAL|PT # |COMPOUND:WREOZE
C L H PROTOCOL : DAMD 17-85-C~5133-
L1IETMAN F M L (0B 03
INJ

URINE CONCENTRATIONS

STUDY:WRE026
zb. Study| Date Start drug admin- End drug admin-— Route| Bottle
a Day |ddmmmyylistration (0-2400) (istration (0-2400) 1.D. #
B0y
g3 |a3uqsy 0820 N A PO
. posAGe (totaly __ EOM@
N
‘ URINE CONCENTRATIONS
i Sample Scheduled Start Collection|End CaollectioniTotal

Nc. Collection Time Volume | ITWREOCE]

Y (hours) ddmmmyy | 0-2400 [ddmmmyy|O=2400( (ml)

NN
(O
uor | -24 10 -12 207436 | 0BOO 20Tyl Bb | 000 | 1385 —

uez | -12 70 O 07486 | 2000 213U %6 | 0A00 19D o

b uo3 0 TQ0 12 1 T80 | 0800 123,136 | 2000 | 1135 (83
ol uo4 12 T0 24 NI | 3000 122326 | 0800 | 1535 a2 s
N UoS 24 TO 36 122TA%% | 0800 [223u1%¢]| 8000 | 3590 |0 oyuzagy
| uoe 36 TO 48 23436 | 2000 |23Tutve | 0BOO-| 1615 i~ \acaS
% uo?7 48 TO €0 23Tu86 | 0Bo0 23T | R000 | R6M0 |~ cotuy
. uos 60 TO 72 Julft | 3000 i24Tu%6 | 0o | 1BA0 |{nonsiyT
» o9 78TO 84 aguge | 0800 |mcpite]| 2000 | 1RO S

n uto 84 70O 96 4036 | 3000 |25Tl®6] 0800 | 19701 O

n

186 By
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page 7

INVESTIGATOR'S NAME

PT INITIAL|PT #

COMPOUND

tWREO26

GLE

PROTOCOL sDAMD 17-85-C-5133~-

LIETMAN 08 03
CHEMISTRY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL
Screen Predrug Predrug Postdrug
- 1 2 4 5 Day
1eTulde [ 19TulRe | 21 Tulfe]|42Tulg6 |2L00d 4 [Date
TEST : NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy

NA:135-148 MEQ/L 143 1406 136 140 | 146
K:3.5-5.0 MEQ/L 4.;2 4.6 4.0 4, 6 4 3
CL:96-109 MEQ/L 103 (05 O (0 | (0%
Co2:24-30 MEQ/L AR 20 26 I8 D
SUN:12-25 MG/DL q 9 (2 14 G
CREAT:0.4-1.5 ME/DL|| 09 | O, 0.6 0.3 0.8
GLU:70-115 MG/DL ToX (4 I6 3% 77
T.BILI:0.3-1.2M6/DL|| o & 0. 2 0.5 | 0.2 6.5
D.BILI310.1~0.4MG/DL | O 9 O. 0 0. / 0.0 0.6
cA:9.0-11.0 ME/DL || g & Q.91 9. 2.2 1979
PO413.0-4.5 MG/DL || 2 4 3.4 25 135 |5.9
URIC Az4.2-8.8MB/DL|| =2 = £.9 - 72
T. PROT16.0-8.58/DL|| ¢ .9 ¢.9 25 4'5- .
ALB. 13.2-5.3 G/DL 4.3 4.9 | 4.¢ |vD 4. ¢
RST:0-35 1U/L 2( | F 2/ /6 /s
ALT10-30 IU/L /S 43 (] /3 / L
ALK PHOS:10-95 IU/L 33 34 33 50 3/
CHOL1151-268 MGB/DL || 213 14% /84 209 s
LDH10-200 IU/L 131 /38 /89 /55 / 29
CPK10-160 U/L(male) Lk 191 5 19 25
TG120-190 MB/DL 533 MD 23 19e | 124

187
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INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE026
C L K PROTOCOL :DAMD 17-85-C~S133-
LIETMAN FmoL |0F 03

Postdrug

CHEMISTRY VALUES
Laboratory s JOHNS HOPKINS HOSPITAL

Date

ALANE

_______ ISAucse S B
TEST s NORMAL ddmmnmyy [ ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy
NA:1135-148 MEQ/L 140 e
K:13.5-5.0 MEQR/L 4+£} A)f
CL:96-109 MEQ/L L3 i D
CO2:24-30 MEQ/L cll A D
SUN:12-25 MG/DL 14 q
CREAT:0.4-1.5 MG/DL|}| g | O
6LU:70-115 MG/DL 15 IROI
T.BILI:0.3-1.2MG/DL (L‘:ﬁ;h .4
D.BILI:O.1-0.4MG/DL oD 0. |
CAR:9.0~11.0 MG/DL NS G
PO433.0-4.5 MG/DL VD 33
URIC A34.2-8.8MG/DL|| M\ 8.9
T. PROT:16.0-8.5G/DL ND ey
ALB. $3.2-5.3 G/DL Mb 4.9
AST10-35 IU/L D 3
ALTs0-30 I1U/L Nb /9 ’
ALK PHOS10-95 IU/L /\/b 43
CHOL:151~268 MG/DL
LDH10-200 I1U/L
CPK:10-160 U/L(male)
TG:120-190 MG/DL

,,,,,,,




page 9

INVESTIGATOR'S NAME|PT INITIAL COMPOUND s WRE6026

C Ly PROTOCOL sDAMD 17-85-C-5133-

LIETMAN F M L 08 03

HEMATOLOBY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

Screen Predrupg Predrug Postdrug
- 1 3 S Day

e del8e | 19,2128 211095

NORMAL ddmmmyy | ddmmmyy | ddmmmyy | ddmmmyy | ddmmmy y

4500-11000(| (950

€000 |$Z00 | 1400
4.50-5.90 (| & J(, | 537 1496 | 0j
13.9-16.3 /4, b /5,81 /2 (| /].4
41.0-53.0 || 4§75 425 (404 |43 7
150-350 oAb A o2 240 (gu z,_

2-6% 9 : ks &
31-76% 4]
1-4% y 9
[
40
0

Methem:

6-~-6-PD
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page 10

INVESTIGATOR'S NAME |PT INITIAL|PT # |COMPOUND:WRE0OZ6

C. Lo 0% PROTOCOL :DAMD 17-85-C-5133-
LIETMAN F M L 03

HEMATOLOGY VALUES
Laboratory: JOHNS HOPKINS HOSPITAL

Postdrug
7 Day
2_,3{(4[_@_@ ____________________________ Date
TEST NORMAL ddmmmyy { ddmmmyy i ddmmmyy | ddmmmyy [ ddmmmyy
WBC 4500-11000 6400
REC 4. 50-5.90 5 EA
Hgb  |13.9-16.3 14,4
PCV 41.0-53.0 44 0
Plt 150-350 3032
Bands a-6% O
Polys 31-76% 4 3
Eos 1-4% |
Bas ®
Lymphs 24—-44% 45
Atyp Lym i
Monos 2-11% C}
Other O
rothom | 0.0-1.5 0.3
G-6-PD 7.4-9. 4
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. INVESTIGATOR'S NAMEIRPT INITIALIPT # :COMDUUND: WrEOZE {
. C L & iPRDTUCCJL:DCmD 17—85—(:—5133—!
g L1ETMAN e m L [ Of | 03 :
URINALYSIS VALUES
K Laboratory: JOHNS HUPKINS HOSPITAL
Screen Predrug Postdrug
b - 1 4 S 7
N
(I 1SN 0720 B B 257,18 |
g ddrmmmyy | ddmmmyy l ddmmmyy | ddmmmyy ddmmmyy!
g J ]
E:\.Gr*. I' ' va | 1 0 5
. : ! oo | Loz | L ' 1008
& ! , !
I o [eo T lgp
Co ' ki | u
' ;Pr oteir ! . U“L | Meo : ; ; Aeo !
R v ) - I 1 ! i ! |
‘ [Givcan | T Iy L py |
f i b ) | ' 1 i / '
: MKetornes | el L ‘ | i i
g ' R Mg UCQ ! ; Neg |
i ' ! 5\ ! ) ! ! i
iB1l1. i [ ) i ) ' i i
| L 0 Meg U((,z | | Meg
‘ (. - ! / |
: jce- Bl | U Wed L aJen | | Neq |
\Cast/1pf¥ | ] ,j 1 ' :
L J ) s 0 _
: juscinet | 0-) | o
| é
N iRE‘C/th 0 , )
L)
. Epi./nhpf 0 0
i Crys/hpf b ; 0 :
Eact/hpf 0 ()
b
¢ ELECTROCARD IOGRAM
n Date Time |NORMAL |AENORMAL Describe abrnocrmalities Mo
[ ddmmmyy | 0-2400 | check check ":0'0::
‘?3 wit ’% .‘,/ :‘.I:|.&i
a0 ¥k | 08 R
Wl [1/37 | e
. 4'""’9
alullt 1092 | R
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%l o244 | V¥ o
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PT INITIAL # |COMPOUND : WREORE

cC LM

INVESTIGARTOR'S NAME

PROTOCOL :DAMD 17-85-C-51323-

LIETMAN

F M

L | OB

03

ADVERSE EXPERIENCES
£ Ve

check if none occurred

ADVERSE
EVENT

ONSET
(Date/Time)

CESSATION
Date/Time

SEVERITY
(Check)

REL*N TO
TEST DRUG

ACTION
(Check)

(0-2400)

(0-2400)

.

O

DEF.

L

PROB.

O

POSS.

O

DEF. NOT

O

UNKNOWN

O

[

Treatment

O

Stop test
drug

—

(0-2400)

dd mam yy

(0-2400)

]

DEF.

O

PROB.

]

POSS.

O

DEF. NOT

.

UNKNOWN

]

O

Treatment

O

Stop test
drug

COMMENTS (Indicate # and
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INVESTIGATOR'S NAME |PT INITIAL|(PT # |COMPOUND: WR6E026

C L H 08 PROTOCOL : DAMD

17-85-C-2133-

LIETMAN | F M L 03
OUTCOME
(To be completed for all subjects)
259wl ¥4
E Protocol completed ddmmmyy
E] Premature termination of protoccal EEEEE;;

REASON FOR PREMATURE TERMINATION
(Check appropriate category)

Adverse Experience

Died During Study

Failure To Return For Follow-up
Did Not Cooperate

Protoccol Vieolation

Erntry Violation

Intercurrent 1lllrness

Qoooogood

Rdministrative/Other

If terminated early, explain briefly:
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PT INITIAL| PT #iCOMPOUND: WREOZE

-
C L H PROTOCOL :DAMD  17-85-C-5133
LIETMAN Foom oL @98 03

CONCOMITANT MEDICATIONS

INVESTIGARTOR'S NAME

TOTAL DATE DATE "
DRUG NAME DAILY DOSE STARTED STOPPED R

A parin EUMO.L 6000 padn | oieilb oS ul % ¥
N

COMMENTS
(please date and sign all commerts)
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j Distribution List
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K] 1 Copy: Brian Schuster, M.D.
B COL, MC
' COTR
c/o Director
X Walter Reed Army Institute of Research

ATTIN: SGRD-UWI-F
Washington, D.C. 20307-5100

\)

£ 4 Cories: Commander

' Walter Reed Army Institute of Research

: ATTN: SGRD-UWI-D

. Washington, D.C. 20307-5100

)

N 1 Copy: Commander

$ US Army Medical Research and Development Command
ATTN: SGRD-RMI-S

0 Fort Detrick
Frederick, Maryland 21701-5012

0 1 Copy: Dean, School of Medicine
Uniformed Services University of the Health Sciences
4301 Jones Bridge Road

o Bethesda, Maryland 20014

3& 1 Copy: Commandant

L Academy of Health Sciences, U.S. Army
ATTN: AHS-CMD

‘g Fort Sam Houston, Texas 78234

i

b 2 Copies: Administrator
Defense Technical Information Center

" ATTN: DTIC-DDAC

M Cameron Station
Alexandria, Virginia 22304-6145
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